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(57) Abstract 

The present invention provides compounds of formula (I), wherein R^ is hydrogen, alkyl or CH2aIkyl where the alkyl 
portion is substituted by OH; A represents either a group CHR2'CHR220H or a group (II), where R2* is hydrogen, alkyl, 
cycloalkylalkyi or AralkyI, R22 is hydrogen, alkyl, cycloalkylalkyl. aralkyi, CHR2<C0NR25R26 (where R24 is hydrogen, al- 
kyl, cycloalkylalkyl or Aralkyi, R^' is hydrogen or methyl and R26 is hydrogen, alkyl optionnally substituted by one or two 
hydroxy! groups, aryl, heteroaryl, cycloalkylalkyl, Aralkyi wherein the alkyl portion is optionnally substituted by hydrox- 
ymethyl, or Hetalkyl) or CHR24NHCOR27 (where R27 is alkyl, cycloalkylalkyl or an aralkyi), R23 is alkoxy or NR28R29 
(where R28 is hydrogen or methyl and is hydrogen, alkyl, aryl, aralkyi or cycloalkylalkyl); X is a group 
-CHR30(CHR3i)r<CHR32)^CHR33., where R30 and R33 arc hydrogen, r is 1, s is zero and R3l is hydroxyl or hydroxymcthyl, 
or R30 and R33 arc hydrogen, r and s are I and R3i and R32 are each hydrogen or hydroxyl provided that at least one of R3i 
and R32 is hydroxyl, or one of and R33 is hydrogen and the other is hydroxymcthyl and r and s are zero; useful in chem- 
otherapy, particularly of viral infections. 
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THIAZOLIDINE DERIVATIVES AND THEIR USE AS ANTI-VIRAL OGMPOONM 
-1- 

The present invention relates to therapeutically active thiazolidine 
derivatives, processes for the manufacture of said compounds, pharmaceutical 
formulations containing said compounds and the use of said compounds in 
chemotherapy, more particularly in the therapy of viral infections. 

Retroviruses, that is, viruses within the family of Relroviridae, are a class of 
viruses which transport their genetic material as ribonucleic acid rather than 
deoxyribonucleic acid. Their presence has been associated with a wide range of 
diseases in humans and animals, and they are believed to be the causative agents in 
pathological states associated with many viruses including human 
immunodeficiency virus (HIV-1, HIV-2), the etiological agent of the complex 
disease that includes progressive destruction of the immune system (acquired 
immune deficiency syndrome; AIDS) and degeneration of the central and 
peripheral nervous system. A common feature of retrovirus replication is the 
extensive post-translationai processing of precursor polyproteins by a virally 
encoded protease to generate mature viral proteins required for virus assembly and 
function. The proteolytic activity provided by the viral protease in processing the 
polyproteins cannot be provided by the host cells and is essential to the life cycle of 
the retrovirus. It has been demonstrated that retroviruses which lack the protease or 
contain a mutated form otit lack infectivity [cf. S. Crawford etal., J. Virol., 53, 
899-907 (1985)]. Inhibition of retroviral protease, therefore, presents a method of 
therapy for retroviral disease. 

We have now found a novel group of compounds which are useful in the 
therapy of viral infections. More particularly, the compounds of the present 
invention inhibit proteases of retroviral origin and are therefore useful in the 
treatment of infections associated with retroviruses, especially AIDS and related 
conditions such as AIDS related complex (ARC) and lymphadenopathy. 

Thus, in a first aspect, the present invention provides compounds of formula 

(I) 
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wherein : 

r1 is hydrogen, Ci.4alkyl or CH2Ci.3alkyl where the Ci.3alkyl portion is 
substituted by OH; 

r2 is hydrogen, C^.^Qalkyl, Cj.gcycloaikyl, ArCj.4aikyl, HetCi.4aIkyl, 
COAr. COHet, COCHjR^. COCH(OH)Ar. COCH(OH)Het, COCH=CHPh, 
COR^ C02CH2Ar. C02CH2Het, S02Ar. S02Het, S02CH2R'^ S02CH=CHPh or 
S02R^ [where R^ and r"^ each independently represent hydrogen, Ci,^a\ky\, aryl, 
heteroaryl, ArCi.4alkyl, HetCi.4alkyl, aryloxy, heteroaryioxy, C3.8cycloalkyl. 
C3.gcycloalkylCi.4alkyi, (CH2)nC02R^ (where n is zero or 1 and R^ is hydrogen 
or Ci^galkyl). (CH2)niNR^^^^ (where m is zero, 1, 2, 3, 4 or 5 and R^^ and R^^ 
are each independently hydrogen or Ci .4aikyl or together with the nitrogen atom to 
which they are attached form a saturated heterocyclic amino group), and R and R 
each independently represent C3.gcydoalkyl substituted by phenyl]; 

r3 is hydrogen, C^.galkyl, COOR^^ (^j^ere R^^ is hydrogen, Cj.galkyl or 
ArCi.4alkyl) or CONR^^R^"* [where R^^ is hydrogen or Ci.4alkyl and R^"* is 
hydrogen, OH, aryl, heteroaryl, ArCi.4alkyl, (wherein the Ci.4alkyl portion is 
optionally substituted by hydroxymethyl), HetCi.4alkyl, C3.gcycloalkyl, 
C3.8cycIoaIkylCi.4aIky!, (CH2)pR^^ (where p is zero or 1 and R^^ is CF3 or 
C02R^^ where R^^ is hydrogen or C^.^alkyl), (CH2)qNR^'7R^^ (where q is zero, 
1, 2, 3, 4 or 5 and R^'^ and R^^ are each independently hydrogen, Ci.4alkyl or aryl 
or together with the nitrogen atom to which they are attached form a saturated 
heterocyclic amino group), CHArC02R^^, CHHetCO2R20 (where R^^ and 
arc each independently hydrogen or q.fialkyl) or C^.^alkyl optionally substituted 
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by OH, or R^-^ and R^^ together with the nitrogen atom to which they are attached 
form a saturated heterocyclic amino group]; 

R"* is hydrogen, hydroxy, or acetoxy; 

A represents either a group CHR^^CHR^^OH or a group 

Y Z 

I I « 

X N CHCOR^ 

[where R^l is hydrogen, Cj.galkyl, C3.gcycloaIkylCj.4alkyl or ArCj.4aIkyl, R^^ 
is hydrogen, C^.^alkyl, C3.gcycIoaIkyICi .4alky I, ArCi.4aIkyl, 
CHR^'^CONR^^R^^ (where R^^ jg hydrogen, C^.^alkyl, 
C3.8cycloalkylCi.4aIkyl or ArCj.4alkyl, R^^ is hydrogen or methyl and R^^ is 
hydrogen, C^.^alkyl optionally substitued by one or two hydroxyl groups, aryl, 
heteroaryl. C3.gcycioalkylCj.4alkyl. ArCj.4alkyl wherein the Cj.4alkyl portion is 
optionally substituted by hydroxymethyl, or HetCj.4alkyl) or CHR^'^NHCOR^'^ 
(where R^'^ is Cj.g alkyl, C3.8 cycloalkylCi.4alkyl or a ArCj.4alkyl), R^^ is 
Cj^galkoxy or NR^^R^^ (where R^^ is hydrogen or methyl and R^^ is hydrogen, 
Cj.galkyl, aryl, ArCj^alkyl or C3.gcycloalkylCj.4alkyl); 
X is a group 

-CHR3*^(CHR31)r(CHR2^)sCHR33- 

where R^^ and R^^ are hydrogen, r is 1, s is zero and R^^ is hydroxyl or 
hydroxymethyl, or R^^ and R^^ are hydrogen, r and s are 1 and R-^^ and R^^ are 
each hydrogen or hydroxy! provided that at least one of R^^ and R^^ is hydroxyl, 
or one of R^^ and R^^ is hydrogen and the other is hydroxymethyl and r and s are 
zero; 

Y is a methyl group and Z is a C5 or Cg cycloalkylmethyl group or Y and Z 
together represent a trimethylene or tetramethylene group in which one of the 
-CH2- groups is optionally replaced by -0-, -S- or -NR^"*- (where R^ is hydrogen, 
Cj.galkyl, ArCj.4alkyl, COR^^, C02R^^ or CONHR^^ where R^^ is C^.^alkyl, 
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aryl, ArC3.4alkyl or C3.8cycloalkylCi.4alky!) and one or more of the .CH2- 
groups is optionally substituted by a Cj.galkyl. Cj.galkoxy, aryl, ArCj.4alkyl. 
ArCi.4alkoxy or heteroaryl group or by two Cj.^alkyl groups, or Y and Z together 
represent a trimethylene or tetramethylene group fused to a benzene ring or to a 5 
or 6 membered cycloalkane or cycioalkene ring]; 

and physiologically acceptable salts and solvates thereof. 

Suitable physiologically acceptable salts of the compounds of formula (I) 
include acid addition salts formed with organic or inorganic acids [for example, 
hydrochlorides, hydrobromides, sulphates, alkyl- or arylsulphonates (e.g. 
methanesulphonates or p-toluenesulphonates), phosphates, acetates, citrates, 
succinates, lactates, tartrates, fumarates and maleates] and inorganic base salts such 
as alkali metal salts (for example sodium salts). The solvates may. for example, be 
hydrates. 

Other salts which are not physiologically acceptable may be useful in the 
preparation of compounds of formula (I) and these form a further aspect of the 
invention. 

In formula (I) hereinabove the ring carbon atom carrying the group 
R^NHCHR^- and the carbon atom carrying the groups R^NH- and R^ are in the R 
configuration. Where compounds of formula (I) contain one or more other chiral 
centres it is to be understood that the present invention encompasses the individual 
diastereoisomers of compounds of formula (I) as well as wholly or partially 
racemic mixtures thereof. 

As used herein, the terra 'alkyl' as a group or part of a group means a straight 
or branched chain alkyl group, for example a methyl, ethyl, n-propyl. i-propyl, n- 
butyl, s-butyl or t-butyl group. The term 'C3.8cycloalkyr as a group or part of a 
group includes, for example, cyclopropyl, cyclopentyl and cyclohexyl. The terms 
'aryr and 'At\ as a group or part of a group respectively, mean a phenyl or 
naphthyl group optionally substituted by one or more suitable substituents. The 
terms 'heteroaryl' and 'Het', as a group or part of a group respectively, mean an 
optionally fused 5- or 6-membered heterocyclic group containing one or more 
heteroatoms selected from S, N and O and optionally substituted by one or more 
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suitable substituents. Suitable substituents referred to above within the definitions 
of 'aryr, *Ai\ 'heteroaryr and 'Hel' include halogen, Cj.galkyl, a group 
(CH2)rR^^ [where r is zero, 1, 2, 3 or 4 and R^^ is selected from OH, Cj.3alkoxy, 
CF3, CN, NO2, heteroaryl, C02R^'^ (where R^*^ is hydrogen or C-^^^alkyl), 
CONR^^R^^, SOjNR^^R^^ or NR^^R^^ (where R^^ and R^^ each 
independently represent hydrogen, Ci_4alkyl or phenyl or together with the 
nitrogen atom to which they are attached form a saturated heterocyclic amino 
group)], phenyl, phenoxy and phenylCi.4alkyl (such phenyl, phenoxy and 
phenylCj.4alkyl substituents themselves optionally substituted in the phenyl ring 
by halogen. Cj.3alkyl, Ci.3alkoxy or CF3). Examples of heterocyclic ring 
systems include thienyl, furyl, pyridyl, pyrrolyl, isolhiazolyl, thiadiazolyl, 
oxazolyl, benzothienyl, benzofuryl, indolyl, quinoiyl, thiazolyl, isoxazolyl, 
imidazolyl, pyrazolyl, 1,2,4-triazoIyl, tetrazolyl, pyrazinyl, pyridazinyl, 
pyrimidinyl, benzothiazolyl, quinazolinyl, quinoxalinyl, cinnolinyl, benzoxazolyl 
and benzimidazolyl. The term ^halogen' means fluorine, chlorine, bromine or 
iodine. The term ^saturated heterocyclic amino group* means a nitrogen linked 
cyclic amine group having 5, 6, 7 or 8 ring members and optionally containing in 
the ring -O- or -NR"^^- (where R'*^ is hydrogen, Ci.4alkyl, aryl or ArCi.4alkyl). 
The saturated heterocyclic amino group may for example have 5, 6 or 7 ring 
members and includes as examples pyrrolidino, piperidino, morphoHno, 
piperazino, N-phenylpiperazino, homomorpholino and hexamethyleneimino. 

Specific examples of the groups *aryr and *Ar* include phenyl or phenyl 
substituted by F, CI, di-Cl, OH, methyl, methoxy, CF3, NO2, CH2OH, CX)2H, 
C02Bu-t, (CH2)i-NR^^R^^ (where r is zero or 1 and R^^ and R^^ each 
independently represent hydrogen or Cj.4alkyl or together with the nitrogen atom 
to which they are attached form a 5, 6 or 7 membered saturated heterocyclic amino 
group), phenyl or benzyl, and naphthyl or naphthyl substituted by ethoxy. 

Specific examples of the groups 'heteroaryr and 'Het' include 2, 3 or 4- 
pyridyl, 4-imidazolyl, 2 or 3-thienyl, 5-methyl-3-phenyI-4-isoxazolyl and 
benzimidazol-2-yl. 
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X specifically represents a group selected from -CH(CH20H)CH2-,- 
CH2CH(CH20H)-,-CH2CH(OH)CH2-,-CH2CH(CH20H)CH2-,- 
CH2CH(OH)CH2CH2-. -CH2CH2CH(OH)CH2- and -CH2CH(OH)CH(OH)CH2-. 
preferably represents a hydrogen atom or a methyl group. 

r2 preferably represents a group selected from COAr (where Ar is biphenyl), 
COCHjR^ (where is Cj.galkyl, for example Ci.4alkyl such as isopropyl; aryl, 
for example phenyl optionally substituted by chlorine; heteroaryl, for example 
pyridyl; aryioxy, for example phenoxy; or ArCi.4aIkyl, for example ArCH2 such 
as benzyl) or COR^ (where is cyclopropyl substituted by phenyl). 

Compounds in which R^ represents C0CH2Ph, 




a 




COCH^OPh, CO(CH2)2Ph or COCH.Pr-i 

are particularly preferred. 

r3 preferably represents a group CONR^^R^"* where R^^ and R^'^ are as 
defined hereinabove. Such compounds in which R^^ is hydrogen and R^"* is a 
group selected from ArCi.4alkyl (e.g. ArCj.2alkyl where Ar is phenyl optionally 
substituted by CF3, methoxy, NR^^R^^ where R^^ and R^^ each independently 
represent methyl or ethyl or together with the nitrogen atom to which they are 
attached form a pynolidino group, CI, di-Cl or C02R^^ where R^^ is hydrogen or 
Cj.4alkyl e.g. t-butyl), HetCi.4alkyl (e.g. HetCi.2alkyl where Het is pyridyl, e.g. 
2-pyridyl), Cg.gcycloalkylmethyl (e.g. cyclohexylmethyi) or CH2CF3 or R^^ is 
hydrogen or methyl and R^'* is methyl or ethyl or R^^ and R^^ together with the 
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nitrogen atom to which they are attached form a piperidino group are particularly 
preferred. 

may particularly represent C0NHCH2Ph, CONHCH2CH3, 
CONHCH2CH2Ph, C0NMe2» 

CONHCH3 , CX)NHCHr-^^) , CONHCHj— ^^^^<^ , 




preferably represents a group CHR^'^CONR^^R^^ where R^^ R^^ and 
R^^ are as defined previously. 
The group 

-NCHR^CHR^OH 

may particularly represent a group -NHCHr2^CH(OH)CH2CONHR^^ where R^^ 
and R^^ are as defined previously. Compounds in which R^^ represents 
ArCi.4allcyI (e.g. benzyl) and R^^ represents ArCj.4alkyl (e.g. benzyl) or 
HetC2.4alkyl (e.g. benzimidazol-2-y]methyl) are preferred. 

Examples of ring systems represented by NY-CHZ include thiazolidine, 
piperazine, piperidine, 1,2,3,4-tetrahydroquinoline, 1,2,3,4-teirahydroisoquinolinc 
and decahydroisoquinoline. 

A preferred group of compounds of the present invention are compounds of 
formula (I) in which A represents a group 
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Y 



Z 



X N CHCOR 



where X and R^^ are as defined above and the group NY-CHZ forms a monocyclic 
or bicyclic ring system as defined above. 



wherein R^-R^, R^^ and X are as defined above, and physiologically acceptable 
salts and solvates thereof. 

The group X as referred to in formulae (I) and (la) above may preferably 

represent .CH2CH(OH)CH2-. 

The group R^^ as referred to in formulae (I) and (la) above may preferably 
represent NR^R^^, especially where R^^ is hydrogen and R^^ is Cj.^alkyl (e.g. 
t-butyl). 

It is to be further understood that the present invention includes all 
combinations of the aforementioned preferred and particular groupings. 

Particularly preferred compounds according to the invention are: 
[2R-[2a(R*),4j3[2'R'S*,3"S*,4a*'S*,8a"R*]]H-[[[2.hydroxy-3-[[[(l,l- 
dimethylethyl)amino]carbonyl]decahydro-2-isoquinolinyl] 
propyl]amino]carbonyl]-5,5-dimethyl-N-[[[(l.l-dimethylethoxy) carbonyi] 
amino]ethyl]-a-[(phenylacetyl)amino]-2-thiazolidineacetamide; 
[2R-[2a(R*),4^[2*R'S*,3'*S*,4a"S*,8a**R*]]]-N-cylohcxylmethyl-4-[[[2- 
hydroxy-3-[[[(l,l-dimethylethy!)amino]carbonyl]decahydro-2- 



A particularly preferred group of compounds of the invention are those of 



formula (la) 




(la) 
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isoquinolinyl]propyl]amino]carbonyI]-5,5-dimethyl-a-[(phenylacetyl)amino]-2- 
thiazolidineacetamide; 

[2R-[2a(R*),4P[2'S*,3''S*,4a"S%8a*'R*]]]-4-[[[2-hydroxy-3-[[[(l,l- 
(dimethyIethyI)amino]carbonyl]decahydro-2- 
isoquinolinyl]propyl]amino]carbonyl]-5,5-dimethyl-a-[(phenylacetyl)ainino]-2- 
thiazolidineacetamide; 

[2R-[2a(R*),4/3[2*S»,3"S*,4a**S*,8a^*R*]]]-N-ethyl-4-[[[2-hydroxy-3-[[[(l,l- 
(dimcthylethyl)ainino]carbonyl]decahydro-2- 
isoquinoiinyI]propyl]amino]carbonyl]-5,5-dimelhyl-a-[(phenylacetyl)an)ino]-2- 
thiazolidineacetamide; 

[2R-[2a(R*),4/5[2'S*,3'*S*,4a**S*,8a"R*]]]-N-[4- 

[(dimethylamino)phenyl]methyl]-4-[[[2-hydroxy-3-[[[(l,l- 

dimethyIethyl)amino]carbonyl]decahydro-2-isoquinolinyl]propyl]amino]carbonyl]- 

5,5-dimethyl-a-[(phenylacetyI)amino]-2-thiazolidmeacetamide; 

[2R.[2a(R*),4/3[2*S*4*'S,4a"S,8a"R]]].5,5-dimethyI-4.[[[2-hydroxy-^ 

dimethyIethyl)amino]carbonyI]decahydro-2-isoquinolinyl]propyl]amino]carbonyI]- 

o(-[(phenylacetyl)amino]-2-thia2oIidineacetic acid methyl ester, 

[2R-[2a(R♦),4^[2•S^3•'S^4a•*S^8a*'R*]]]-a^-[[4-(nuo^ophenyl)acetyl]amino]- 

4-[[[-3-[[(l,l-diniethylethyl)ainino]carbonyl]decahydro-2-isoquinolinyl]-2- 

hydroxypropyl]amino]carbonyl]-N-(2-pyridinylrnethyI)-2-thiazolidineacetamide; 

and physiologically acceptable salts and solvates thereof. 

Other preferred compounds according to the invention are 2R- 
[2«(R*X4^(2*S',3**S*,4a"S»,8a"R»)]-5,5-dimethyl-a-[(phenylacetyl)amino]-N- 
phenylmethyl-4-[[[l-(2-phenyl-l-hydroxymethyl)ethyl]amino]carbonyl]-2- 
thiazolidineacetamide; 

2R-[2o(R*X4^(R*,R*>5,5-dimethyi-a-[(phenyiacetyl)amino]-N-phenylmethyl-4- 

[[[I-[(2-hydroxy)-4-[[(lH-bcnzimidazol-2-yl)methyl]amino]-4-oxo-l- 

(phenylmcthyI)butyI]amino]carbonyl]-2-thiazolidineacetamide; and 

2R-[2a(R*),4^(R*,R*)-5,5-dimethyl-a-[(phenyIacety!)amino]-N-phenylmethyl-4- 

[[[l-[(2-hydroxy)-4-[(phenyimethyi)amino]-4-oxo-l- 

(phenylmethyl)buiyi]amino]carbonyl]-2-lhiazoIidineacetamide 
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and physioiogicaliy acceptable salts and solvates thereof. 

The compounds of the invention possess antiviral activity. In particular 
compounds of the invention are effective in inhibiting the replication of 
retroviruses, including human retroviruses such as human immunodeficiency 
viruses (HIV^s). the causative agents of AIDS. 

There is thus provided as a further aspect of the invention a compound of 
formula (I) or a physiologically acceptable salt or solvate thereof for use as an 
active therapeutic agent, in particular as an antiviral agent, for example in the 
treatment of retroviral infections. 

In a further or alternative aspect there is provided a method for the treatment 
of a viral infection, in particular an infection caused by a retrovirus such as HIV, in 
a mammal including man comprising administration of a therapeutically effective 
amount of a compound of formula (I) or a physiologically acceptable salt or solvate 
thereof. 

There is also provided in a further or alternative aspect of the invention the 
use of a compound of formula (I) or a physiologically acceptable salt or solvate 
thereof for the manufacture of a medicament for the treatment of a viral infection, 
for example in the treatment of a retroviral infection. 

The compounds of the invention are also potentially useful in the treatment 
of AIDS related conditions such as AIDS-related complex (ARC), progressive 
generalised lymphadenopathy (PGL), AIDS-related neurological conditions (such 
as dementia or tropical paraparesis), anti-HIV antibody positive and HIV-positive 
conditions, Kaposi*s sarcoma and thrombocytopenia purpura. 

The compounds of the invention are also useful in the prevention of 
progression to clinical illness of individuals who are anti-HIV antibody or HIV- 
antigen positive and in prophylaxis following exposure to HIV. 

The compounds of formula (I) or the physiologically acceptable salts or 
solvates thereof may also be used for the prevention of viral contamination of 
physiological fluids such as blood or semen in vitro . 

Compounds of formula (I) may also be useful as intermediates in the 
preparation of other compounds of the invention. 
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The protease inhibiting properties of the compounds of the present invention 
can be demonstrated in vitro by their ability to inhibit the hydrolysis of an 
appropriate peptide substrate by HIV protease according to methods generally 
known in the art. 

The antiviral activity of compounds of the invention may be demonstrated in 
vitro by their effect on cells infected with HIV-RF according to the following 
procedure :- 

(a) C8166 cells were infected with HIV-1 (strain RF) at a moi of 1 x 10"^ 
infectious units/cell. Aliquots of 10^ cells were added to each well of 24-welI 
plates containing serial dilutions of test compounds at final concentrations of 
50/ig/ml to 0.05Mg/ml in RPMI 1640 growth medium. Untreated infected cells and 
untreated uninfected cells were also included as controls. The plates were incubated 
at 37^C/5% carbon dioxide for 3-4 days in humidified containers. The cells were 
examined daily for evidence of HIV-1 induced syncytium formation. The syncytia 
were quantified by reference to the untreated infected controls and the dose of 
compound required to reduce the cytopathic effect by 50% (EC50) was calculated. 

(b) Virus injections were prepared according to the inhibition of syncytium 
formation assay hereinabove. Supernatant fluids cleaved by centrifugation were 
assayed for p24 antigen using an ELISA kit. The synthesis of p24 core antigen was 
quantified by reference to the untreated infected controls and the dose of compound 
required to reduce the cytopathic effect by 50%. (EC5Q) was calculated. 

It will be appreciated by those skilled in the art that reference herein to 
treatment extends to prophylaxis as well as the treatment of established infections 
or symptoms. 

It will be further appreciated that the amount of a compound of the invention 
required for use in treatment will vary not only with the particular compound 
selected but also with the route of administration, the nature of the condition being 
treated and the age and condition of the patient and will be ultimately at the 
discretion of the attendant physician or veterinarian. In general however a suitable 
dose will be in the range of from about 1 to about 750mg/kg of bodyweight per 
day, such as about 3 to about 120mg per kilogram body weight of the recipient per 
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day, preferably in the range of 6 to 90mg/kg/day, most preferably in the range of 15 
to 60nig/kg/day. 

The desired dose may conveniently be presented in a single dose or as 
divided doses administered at appropriate intervals, for example as two, three, four 
or more sub-doses per day. 

The compound is conveniently administered in unit dosage form; for 
example containing 10 to 1500mg, conveniently 20 to lOOOmg, most conveniently 
50 to 700mg of active ingredient per unit dosage form. 

Ideally the active ingredient should be adminsitered to achieve peak plasma 
concentrations of the active compound of from about 1 to about 75 mM, preferably 
about 2 to 50mM, most preferably about 3 to about 30mM. This may be achieved, 
for example, by the intravenous injection of a 0.1 to 5% solution of the active 
ingredient, optionally in saline, or orally administered as a bolus containing about 1 
to about lOOmg of the active ingredient. Desirable blood levels may be maintained 
by a continuous infusion to provide about 0.01 to about 5.0 mg/kg/hour or by 
intermittent infusions containing about 0.4 to about I5mg/kg of the active 
ingredient- 
While it is possible that, for use in therapy, a compound of the invention may 
be administered as the raw chemical it is preferable to present the active ingredient 
as a pharmaceutical formulation. 

The invention thus further provides a pharmaceutical formulation comprising 
a compound of formula (I) or a physiologically acceptable salt or solvate thereof 
together with one or more pharmaceutically acceptable carriers thereof and, 
optionally, other therapeutic and/or prophylactic ingredients. The carrier(s) must 
be 'acceptable* in the sense of being compatible with the other ingredients of the 
formulation and not deleterious to the recipient thereof. 

Pharmaceutical formulations include those suitable for oral, rectal, nasal, 
topical (including buccal and sub-lingual), vaginal or parenteral (including 
intramuscular, sub-cutaneous and intravenous) administration or in a form suitable 
for administration by inhalation or insufflation. The formulations may, where 
appropriate, be conveniently presented in discrete dosage units and may be 
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prepared by any of the methods well known in the art of pharmacy. All methods 
include the step of bringing into association the active compound with liquid 
carriers or finely divided solid carriers or both and then, if necessary, shaping the 
product into the desired formulation. 

Pharmaceutical formulations suitable for oral administration may 
conveniently be presented as discrete units such as capsules, cachets or tablets each 
containing a predetermined amount of the active ingredient; as a powder or 
granules; as a solution, a suspension or as an emulsion. The active ingredient may 
also be presented as a bolus, electuary or paste. Tablets and capsules for oral 
administration may contain conventional excipients such as binding agents, fillers, 
lubricants, disintegrants, or wetting agents. The tablets may be coated according to 
methods well known in the art. Oral liquid preparations may be in the form of, for 
example, aqueous or oily suspensions, solutions, emulsions, syrups or elixirs, or 
may be presented as a dry product for constitution with water or other suitable 
vehicle before use. Such liquid preparations may contain conventional additives 
such as suspending agents, emulsifying agents, non-aqueous vehicles (which may 
include edible oils), or preservatives. 

The compounds according to the invention may also be formulated for 
parenteral administration (e.g. by injection, for example bolus injection or 
continuous infusion) and may be presented in unit dose form in ampoules, pre- 
filled syringes, small volume infusion or in multi-dose containers with an added 
preservative. The compositions may take such forms as suspensions, solutions, or 
emulsions in oily or aqueous vehicles, and may contain formulatory agents such as 
suspending, stabilising and/or dispersing agents. Alternatively, the active 
ingredient may be in powder form, obtained by aseptic isolation of sterile solid or 
by lyophilisation from solution, for constitution with a suitable vehicle, e.g. sterile, 
pyrogen-frce water, before use. 

For topical administration to the epidermis the compounds according to the 
invention may be formulated as ointments, creams or lotions, or as a transdermal 
patch. Ointments and creams may, for example, be formulated with an aqueous or 
oily base with the addition of suitable thickening and/or gelling agents. Lotions 
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may be formulated with an aqueous or oily base and will in general also contain 
one or more emulsifying agents, stabilising agents, dispersing agents, suspending 
agents, thickening agents, or colouring agents. 

Formulations suitable for topical administration in the mouth include 
lozenges comprising active ingredient in a flavoured base, usually sucrose and 
acacia or tragacanth; pastilles comprising the active ingredient in an inert base such 
as gelatin and glycerin or sucrose and acacia; and mouthwashes comprising the 
active ingredient in a suitable liquid carrier. 

Pharmaceutical formulations suitable for rectal administration wherein the 
carrier is a solid are most preferably presented as unit dose suppositories. Suitable 
carriers include cocoa butter and other materials commonly used in the art, and the 
suppositories may be conveniently formed by admixture of the active compound 
with the softened or melted carrier(s) followed by chilling and shaping in moulds. 

Formulations suitable for vaginal administration may be presented as 
pessaries, tampons, creams, gels, pastes, foams or sprays containing in addition to 
the active ingredient such carriers as are known in the art to be appropriate. 

For intra-nasal administration the compounds of the invention may be used 
as a liquid spray or dispersible powder or in the form of drops. 

Drops may be formulated with an aqueous or non-aqueous base also 
comprising one more more dispersing agents, solubilising agents or suspending 
agents. Liquid sprays are conveniently delivered from pressurised packs. 

For administration by inhalation the compounds according to the invention 
are conveniently delivered from an insufflator, nebuliser or a pressurised pack or 
other convenient means of delivering an aerosol spray. Pressurised packs may 
comprise a suitable propellant such as dichlorodifluoromethane, 
trichlorofluoromethane, dichloroietrafluoroethane, carbon dioxide or other 
suitable gas. In the case of a pressurised aerosol the dosage unit may be 
determined by providing a valve to deliver a metered amount. 

Alternatively, for administration by inhalation or insufflation, the compounds 
according to the invention may take the form of a dry powder composition, for 
example a powder mix of the compound and a suitable powder base such as lactose 
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or starch. The powder composition may be presented in unit dosage form in, for 
example, capsules or cartridges or e.g. gelatin or blister packs from which the 
powder may be administered with the aid of an inhalator or insufflator. 

When desired the above described formulations adapted to give sustained 
release of the active ingredient may be employed. 

The pharmaceutical compositions according to the invention may also 
contain other active ingredients such as antimicrobial agents, or preservatives. 

The compounds of the invention may also be used in combination with other 
therapeutic agents for example other antiinfective agents. In particular the 
compounds of the invention may be employed together with known antiviral 
agents. 

The invention thus provides, in a further aspect, a combination comprising a 
compound of formula (I) or a physiologically acceptable derivative thereof together 
with another therapeutically active agent, in particular an antiviral agent. 

The combinations referred to above may conveniently be presented for use in 
the form of a pharmaceutical formulation and thus pharmaceutical formulations 
comprising a combination as defined above together with a pharmaceutically 
acceptable carrier thereof comprise a further aspect of the invention. 

Suitable therapeutic agents for use in such combinations include (-)-cis-4- 
amino-l-(2-hydroxymethyI-l,3-oxathiolan-5-yI)-(lH)-pyrimidin-2-one {3TC), 3'- 
azido-3'-deoxythymidine (AZT), ribavirin, 3'-azido-2\3'-dideoxyuridine, acyclic 
nucleosides such as acyclovir, interferons such as a- interferon, renal excretion 
inhibitors such as probenicid, inhibitors of retroviral protease, 2*,3'- 
dideoxynucleosides such as 2',3'-dideoxycytidine, 2*,3*-dideoxyadenosine 2*,3'- 
dideoxyinosine and 2\3*-dideoxy-2*,3*- didehydrothymidine, non-nucleoside 
reverse transcriptase (RT) inhibitors including TIBO compounds (e.g. Janssen's 
R82150), HEPT compounds and Boehringer lngleheim*s RG587, 
immunomodulators such as interleukin II (IL2) and granulocyte macrophage 
colony stimulating factor (GM-CSF), erythropoetin and ampligen. 
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The individual components of such combinations may be administered 
either sequentially or simultaneously in separate or combined pharmaceutical 
formulations. 

When a compound of formula (I) or a pharmaceutically acceptable derivative 
thereof is used in combination with a second therapeutic agent active against the 
same virus the dose of each compound may differ from that when the compound is 
used alone. Appropriate doses will be readily appreciated by those skilled in the 
art. 

Suitable methods for preparing compounds of formula (I) and their 
physiologically acceptable salts and solvates are described below. 

Thus, in a first process (A), compounds of formula (I) in which R represents 
COOR^^ or CONR-^^R^^ may be prepared from compounds of formula (II) 



R^NH 

-S 



.CH, 

(W) 



CN- 
I 

o 

(wherein R^ R^, R"^ and A are as defined previously) or protected derivatives 
thereof by treating said compounds of formula (II) with an appropriate nucleophile 
rI^OH or R^^R^'^NH, followed, where necessary, by the removal of any 
protecting groups present 

The reaction is conveniently carried out in a suitable solvent such as water, a 
halogenated hydrocarbon (e.g. dichlorome thane), an ether (e.g. tetrahydrofuran), an 
alcohol (e.g. ethanol or methanol) or a water-miscible solvent such as 
dimethylformamide or dimethylsulphoxide or a suitable mixture of such solvents at 
about room temperature, optionally in the presence of a suitable base such as an 
amine (eg diisopropylethylamine). When R^^ and R^"^ both represent hydrogen 
atoms the amination reaction is conveniently effected using aqueous ammonia 
solution. When R^^ js Cj.galkyl or ArCi.4a]kyl the reaction is effected using an 
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alcohol R^^OH or an alkali metal alkoxide (e.g. NaOR^^). When R^" is hydrogen 
the reaction is conveniently effected using a hydroxide such as sodium hydroxide. 

In a further process (B) compounds of formula (I) may be prepared by 
coupling the carboxylic acids of formulae (III) 

R^ 

R^NHCH 




(wherein R^-R"* are as defined previously) or salts and/or protected derivatives 
thereof with an aminoalcohol of formula (IV) 

HR^NA (IV) 

(wherein R^ and A are as defined previously) or a protected derivative thereof, 
followed, where necessary, by the removal of any protecting groups present. The 
coupling may conveniently be effected in the presence of a coupling agent such as 
2-(lH-benzotriazol-l-yI)-l,l,3,3-tetramethyluronium tetrafluoroboratc in the 
presence of a base such as N,N-diisopropylethylamine and in a suitable solvent 
(e.g. dimethylformamide) or N,N'-dicycIohexylcarbodiimidc optionally in the 
presence of 1-hydroxybenzotriazole (or its hydrate) and in a suitable solvent such 
as a halogenated hydrocarbon (e.g. dichloromethane) or, more particularly, an ether 
(e.g. tetrahydrofuran). Under these conditions the reaction may conveniently be 
carried out at about room temperature. The coupling may alternatively be effected 
in the presence of ethyl chloroformate and N-ethylpiperidine in a suitable solvent 
such as a halogenated hydrocarbon (e.g. dichloromethane), conveniently at a 
temperature in the range of -20^C to +50^C. 

In another process (C) compounds of formula (I) may be converted to other 
compounds of formula (I). 

In a particular embodiment of this process, compounds of formula (I) in 
which R*^ represents an acyl or sulphonyl group may be prepared from the 
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corresponding primary amine of formula (I) using conventional acylating or 
sulphonylating means. Thus, for example, a group C02CH2Ar or C02CH2Het 
may be introduced by reacting the amine with a haloformate (e.g. a chloroformate 
ClC02CH2Ar or ClC02CH2Het) in a solvent such as water, preferably in the 
presence of a base such as an alkali metal carbonate (e.g. sodium carbonate). The 
amine may be regenerated from the so-formed grouping by treatment with an acid 
such as hydrobromic acid in acetic acid, conveniently in a solvent such as a 
halogenated hydrocabon (e.g. dichloromethane). A group COAr, COHet, 
C0CH2R^. COCH=CHPh or COR^ may be introduced by reacting the amine with 
an appropriate acid in the presence of an activator such as l-{3- 
dimethylaminopropyl-3-ethylcardodiimide in a halogenated hydrocarbon solvent 
such as dichloromethane or in a solvent system comprising dioxane and water in 
the presence of triethylamine. Alternatively, the desired group may be introduced 
by reacting the amine with an anhydride in the presence of a suitable base such as 
an organic base (e.g. pyridine). A group S02Ar, S02Het, SO2CH2R''. 
S02CH=CHPh or S02R^ may be introduced by reacting the amine with an 
appropriate sulphonyl halide (e.g. a sulphonyl chloride) conveniemly in a solvent 
such as a halogenated hydrocarbon (e.g. dichloromethane) and preferable in the 
presence of a suitable base such as an organic base (e.g. triethylamine). 

In another particular embodiment of process (C), compounds of formula (I) 
in which R^ contains a carboxyl group may be prepared from the corresponding 
carboxylic acid ester of formula (I) using conventional means. Thus, for example, 
conversion of a t-butyl ester to be corresponding acid may conveniently be carried 
out by treating the ester with an acid such as hydrobromic acid in acetic acid, 
conveniently in a solvent such as a halogenated hydrocarbon (e.g. 
dichloromethane). 

Compounds of formula may be prepared by coupling a carboxylic acid of 
formula (V) 
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(wherein and arc as defined previously) or a salt thereof with an 
aminoalcohol of formula (IV) according to the procedure described in process (B) 
hereinabove. 

Compounds of formula (III) in which R^ represents COOR^^ or 
CONR^^R^^ may be prepared by treating the corresponding compounds of 
formula (V) with an appropriate nucleophile under the conditions described for 
process (A) hereinabove. Compounds of formula (III) in which R represents 
Cj^galkyl may be prepared from the corresponding compounds of formula (III) in 
which R*^ represents COOH using methodology well known to those of ordinary 
skill in the art. 

Compounds of formulae (III) in which R^ is hydrogen and compounds of 
formulae (IV) and (V) are either known compounds or may be prepared from the 
known compounds of formulae (III), (IV) and (V) using conventional means. 
Thus, for example, compounds of formula (IV) may be prepared according to the 
procedures illustrated in the Examples hereinafter. 

It will be appreciated that some functional groups present in appropriate 
starting materials hereinabove may need to be protected, and deprotection may thus 
be required as an intermediate or final step to yield the desired compound. 
Protection and deprotection of functional groups may be carried out using 
conventional means. Thus, for example, amino groups may be protected by a 
group selected from aralkyl (c.g. benzyl), acyl or sulphonyl (e.g. allylsulphonyl or 
tosyl); subsequent removal of the protecting group being effected when desired by 
hydrolysis or hydrogenolysis as appropriate using standard conditions. Hydroxyl 
groups may be protected using any conventional hydroxyl protecting group, for 
example, as described in ^Protective Groups in Organic Chemistry', Ed, J. F. W. 
McOmie (Plenum Press, 1973) or 'Protective Groups in Organic Synthesis* by 
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Theodora W. Greene (John Wiley and Sons, 1981). Examples of suitable hydroxyl 
protecting groups include groups selected from aikyl (e.g. methyl, t-butyl or 
methoxymethyl), aralkyl (e.g. benzyl, diphenylmethyl or triphenylmethyl). 
heterocyclic groups such as tetrahydropyranyl, acyl (e.g. acetyl or benzoyl) and 
silyl groups such as trialkylsilyl (e.g. t-butyldimethylsilyl). The hydroxyl 
protecting groups may be removed by conventional techniques. Thus, for example, 
alkyi, silyl, acyl and heterocyclic groups may be removed by soivolysis, e.g. by 
hydrolysis under acidic or basic conditions. Aralkyl groups such as 
triphenylmethyl may similarly be removed by soivolysis, e.g. by hydrolysis under 
acidic conditions. Aralkyl groups such as benzyl may be cleaved by 
hydrogenolysis in the presence of a Noble metal catalyst such as palladium-on- 
charcoal. Silyl groups may also conveniently be removed using a source of 
fluoride ions such as tetra-n-butylammonium fluoride. Carboxyl protecting groups 
may conveniently be protected using appropriate hydroxyl protecting groups above 
with dcprotection effected according to the methods described above. 

Particular isomers of formula (1) may either be prepared from starting 
materials having the desired stereochemistry or by epimerisation at an appropriate 
stage in the synthesis of the required compounds of formula (1). Epimerisation may 
be effected using conventional means, for example by treatment with an 
appropriate acid. 

It will be appreciated that interconversions as outlined in process (C) above 
may also be carried out on appropriate intermediates such that the desired R*^ and 
R*' groupings are introduced prior to the final step conversion reaction. 

Compounds of formula (II) are novel intermediates and represent a further 
aspect of this invention. 

When it is desired to prepare an acid addition salt of a compound of formula 
(I) the product of any of the above procedures may be converted into a salt by 
treatment of the resulting free base with a suitable acid using conventional 
methods. 

Physiologically acceptable acid addition salts of the compounds of formula 
(I) may be prepared by reacting a compound of formula (1) in the form of the free 
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base with an appropriate acid optionally in the presence of a suitable solvent such 
as an ester (e.g. ethyl acetate) or an alcohol (e.g. methanol, ethanol or isopropanol). 

Inorganic basic salts may be prepared by reacting the free base of a 
compound of formula (I) with a suitable base e.g. an alkoxide such as sodium 
methoxide optionally in the presence of a solvent (e.g. an alcohol such as 
methanol). 

Physiologically acceptable salts may also be prepared from other salts, 
including other physiologically acceptable salts, of the compounds of formula (I) 
using conventional methods. 

Solvates (e.g. hydrates) of a compound of formula (I) may be formed during 
the work-up procedure of one of the aforementioned process steps. 

The following Preparations and Examples illustrate the invention but do not 
limit the invention in any way. All temperatures are in ^C. 

Interniedlate 1 

[3R .4S1-3-H vdroxv-4-rrf 1 , 1 -di meth yleth yloxykarbonvnam inol benzenepentanoic 
acid 

Described by P. Jouin et al ., J. Chem, Soc, Perkin Transactions 1, 1987, 

1177. 

Intermediate 2 

[2R-[2a.5a,6fln'6-rrf4-FluorQphenvnacetvl]amino]-33-dimethvI-7-oxo-4-thia-l- 
azabicvclor3.2.01heptane-2-carboxvlicacid 

Described by G. L. Clark, W. I. Kaye, K. J. Pipenberg and N. C. Schieltz, 
Chemistry of Penicillin, H. T. Clark et_al,, Princeton University Press, 1949, 367- 
381. 

Intermediate 3 

[rR,2'R1-N-ri-f2-Hvdroxv-4-oxo-4r(phenylmethvnamino]butyni carbamic 
acid.l.2-dimethvlethvl ester 
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Diisopropyiethylamine {220jil), benzylamine (124^1) and 2-(lH- 
benzotriazol-l-yl)-l.l,3,3-tetramethyluronium tetrafluoroborate (0.4g) were added 
sequentially to a solution of Intermediate 1 (O.SSg) in dimethylformamide (13n)l). 
The solution was stirred at room temperature for 18h and then partitioned between 
ethyl acetate and water. The organic phase was washed with 2N hydrochloric acid, 
saturated sodium hydrogen carbonate solution, and brine, dried (MgSO^ and the 
solvent evaporated in vacuo . The residue was purified by silica gel 
chromatography using chloroform : methanol (25:1) as eiuant to afford the tiUe 
compound (0.42g) as a white solid, rap. 127-129* , [ajg^ ^ + 27.3' (C=0.88 in 
methanol). 

Intermediate 4 

[rR.2'R1-N-[l-r2-Hvdroxv-4-oxo-l-phenvlmethvl-4-rrn H-benzimidazol-2- 
vnmethvllaminolbutvincarbamic acid. l-1-dimethvlethvl ester 

Diisopropylethylamine (660^1), 2-(aminomethyl)benzimidazole 
dihydrochloride hydrate (0.25g) and 2-(lH-benzotriazol-l-yl)-l. 1,3,3- 
tetramethyluronium tetrafluoroborate (0.4g) were added sequentially to a solution 
of Intermediate 1 (0.35g) in dimethylformamide (13ml). The solution was stirred 
at room temperature for 18h and then partitioned between ethyl acetate and water. 
The precipitated solid was collected by filtration to give the title compound (0.24g) 
as a white solid, mp. 199-201 • , [ajg^ = + 26.4* (C=0.53 in dimethylsulphoxide). 

Intermediate 5 

[l 'R.2'R1-N-[l-r2-Hvdroxv-4-oxo-4-fr2-methvlprQ pvnamino1-l- 
fphenvlmethvnbutvlllcarfaamic acid.l. l-dimethvlethvl ester 

Diisopropylethylamine (450/xl). isobutylamine (1.2ml) and 2-(lH- 
ben20triazoI-l-yl)-l,l,3,3-tetramethyluronium tetrafluoroborate (0.43g) were added 
sequentially to a solution of Intermediate 1 (0.37g) in dimethylformamide (15ml). 
The solution was stirred at room temperature for 16h and partitioned between ethyl 
acetate and water. The organic phase was washed with IN hydrochloric acid, 
saturated sodium hydrogen carbonate solution, and brine, dried (MCSO4) and the 
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soivent evaporated in vacuo to leave a white solid. Purification by silica gel 
chromatography using chloroform/methanol (40:1) as eiuant gave the title 
compound as a white solid (0.34g), mp, 139-141 [o]^ = -43.9 (C=l.l in 
methanol). 

Intermediate 6 

r2R-[2cy,5a,6g]]-6-[[(4-Fluorophenvnacctvl]amino]-3,3>dimethvl-7-oxo-4-thia-l- 
azabicvclo[3.2.0]heptane-2-carboxv!ic acid.N-ethylpiperidine salt 

N-ethyl pipcridine (3ml) in ether (55ml) was added to a solution of 
Intermediate 2 (7.7g) in ethyl acetate (ca. 200ml) to give a white precipitate. The 
mixture was stored at ca. 4' for 48h and then filtered to give the title compound 
(7.7g) as an off-white solid, mp. 133-135', [a]^^ = + 205* (G=1.0in methanol). 

Intermediate 7 

r2R-f2«fR*).4g]1-5.5-Dimethvl-2>r2'Oxo-l-rrf4-nuorophenvnacetvllamino1-2-rf2- 
PVridinylmethvnamino1ethyll-4-thiazolidinecarboxvlic acid 

2-Aminomethyipyridinc (1.0ml) was added to a suspension of Intermediate 6 
(1.5g) in dichloromethane (15ml) and the mixture stirred at 15h. Evaporation of 
the solvent in vacuo gave a yellow oil which was dissolved in ethyl acetate (30ml). 
Water (15ml) was added and the pH of the aqueous layer adjusted to pH 3.0 using 
2M phosphoric acid. The organic layer was separated and the aqueous solution 
extracted with additional ethyl acetate. The combined organic extracts were 
washed with water and brine, dried (MgS04) and the solvent evaporated in vacuo 
to give the title compound as a white solid (0.81g), mp. 131-135*, [«]^^ = + 61.2 
(Ol.O in methanol). 

Intermediate 8 

[2R-f2orR*V4g11-5.5-Dimethvl-2-f 2-0X0-1 -Ffphen vlacetvl)amino1-2- 
f(ethylamino>ethvn-4-thia2olidinecarboxvlicacid 

Anhydrous ethylamine (12ml) in dichloromethane (50ml) at 0" was added to 
a solution of penicillin G N-ethyl piperidine salt (26.0g) in dichloromethane 
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(600ml). The mixture was stirred at 20* for 18h and the resulting suspension 
cooled to 0- for 20 min. The white solid was filtered off and washed with 
dichloromelhane (lOOrai). The solid was suspended in a stirred mixture of water 
(200ml) and dichloromethane (200ml) and orthophosphoric acid was added to 
pH3.0. The organic phase was separated, washed with water (2 x 100ml) and brine 
(50ml). dried (MgS04) and the solvent evaporated in vacuo to give the title 
compound as a white solid (13.8g) m.p. 110-114' [a]^ = ^ 9hr (c=1.3in 
methanol). 

Intermediate 9 

[2R-[2arR*),4^1]>5.5-Dimethvl-2-r2-oxQ-]-Kphe nvlacetvnamino1-2-rfr4- 
rdimethvlamino'tphenYnmethvl >mino1ethv!1-4-thi«7oIidinecarboxvlic acid 

Triethylamine (3.75ml) was added to a suspension of p- 
dimethyiaminobenzylamine dihydrochloride (3.0g) in dichloromethane (60ml), 
followed by penicillin G N-ethyl piperidine salt (3.01g). The reaction mixture was 
stirred at room temperature for 18h and the solvent then evaporated m vacuo to 
give a solid. The solid was dissolved in a mixture of ethyl acetate (350ml) and 
water (150ml), and 2N phosphoric acid added to pH3.0. The aqueous layer was 
extracted with ethyl acetate (3 x 200ml) and the combined organic extracts washed 
with brine (200ml), dried (MgS04) and the solvent evaporated in vacuo to afford a 
white solid. Purification by silica gel column chromatography using 
chloroform/methanol (40:1) as eluant gave the title compound (2.0g), m.p. 176- 
180*, [a]p^ = + 95.5* (c = 1.05 in dimethyl formamide). 

Intermediate 10 

[2R-f2ttrR*y4 p 11-5.5-Dimethvl-2-r2-oxo-l-fr i.r-biphenvn-4-vlcarbonvl1amino1- 
2-rethvlaminokthvn-4-th ia2olidinecarboxvlicacid 

Anhydrous ethylamine (3ml) was added to a solution of [2R-[2a,5ff,6i3]]-6- 
[([l,r-biphenyl]-6-ylcarbonyl)amino]-3,3-dimethyl-7-oxo-4-thia-l- 
azabicyclo[3.2.0]heptane-2-carboxylicacidl (3 Og) in dichloromethane fSOml) at 
0' . The mixture was stirred at room temperature for 17h and then partitioned 
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between ethyl acetate (150ml) and water (50ml). 2N Phosphoric acid was added to 
pH3.0 and the aqueous layer extracted with ethyl acetate (2x). The combined 
organic extracts were washed with brine, dried (MgS04) and the solvent 
evaporated in vacuo to afford a white solid, Recrystallisation from 
methanol/diethyl ether gave the title compound (0.7g), m.p. 133-136*, [et]^^ = 
+51.7' (c= 1.1 in methanol). 

1 . R Kinget and M Schwartz, J.Pharm.Sci, 1 969, 58(9), 1 1 03. 
Intermediate 11 

r3R,4SV3-Hvdroxv"4-[f f 1 .1 -dimethvlethoxykarbonvnamino] benzenepentanoic 
acid, ethyl ester 

2.5M Butyl lithium (53ml) was added to a solution of diisopropylamine 
(18ml) in dry tetrahydrofuran (250ml) at -lO' and after 15 min the temperature was 
lowered to -78* . Dry ethyl acetate (12.7ml) was added and the solution stirred for 
a further 15 min. Boc-(R)-phcnyIalaninal (23.8g; Y. Sasaki et ah . J. Med. Chcm., 
1987, 30 1162) in tetrahydrofuran (150ml) was added dropwise and after stirring 
for 15 min 2N hydrochloric acid was added, the cooling bath removed and the pH 
adjusted to pH 2-3 with a further quantity of 2N hydrochloric acid. The mixture 
was extracted with ethyl acetate and the organic extract washed with 2N 
hydrochloric acid, saturated sodium hydrogen carbonate solution and brine. The 
ethyl acetate solution was dried (MgSO^) and the solvent evaporated in vacuo to 
leave a solid. 3g of this product was purified by silica gel chromatography using 
ethyl acetate/cyclohexane (1:4) as eluant to afford after recrystallisation from ethyl 
acetate/cyclohexane the title compound (0.95g). mp. 86-88', [o]^^ = +34.1' 
(C=0.9 in methanol). 

Intermediate 12 

n 'R,2*R]-N-ri - [3-(AminocarbonvlV2-hvdroxv-l -( phenyl methyl) 
propylllcarbamic acid-l.l-dimethylethvl ester 
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Interraediate 11 was dissolved in methanol (5ml) at 0' and ammonia 
bubbled through the solution for Ih. The solution was stirred at room temperature 
for three days and excess ammonia removed by bubbling nitrogen. The solvent 
was evaporated in vacuo and the resulting solid purified by silica gel 
chromatography using chloroform/methanol (10:1) as eluant to afford the title 
compound fQ.35fl) as a white solid, mp. 173-175 [a]^ = +44.4* (C=0.54 in 
methanol). 

Intermediate 13 

N-('2-Propenvl)carbamicacid, 1,1-dimethvlethvl ester 

2-Propenamine (l.Og) in chloroform (1ml) was added to a mixture of di-tert- 
butyldicarbonate (3.8g) in chloroform (10ml) over 5 min at 0' . After Ih a solution 
of IM phosphoric acid (20ml) was added and the layers separated. The organic 
phase was washed with saturated sodium hydrogen carbonate solution (20ml) and 
brine (20ml), dried (MgS04) and the solvent evaporated in vacuo to an oil. which 
crystallised on standing to give the title compound (2.8g), m.p. 35-37' . 

Intermediate 14 

[2*RS1-N-(2-Qxiranvlmethvncarbamic acid, IJ-d imethvlethvl ester 

Intermediate 13 (2.7g) in dichloromethane (lOOmI) was stirred at room 
temperature with meta-chloroperbenzoic acid (6.0g) for 3h. A solution of sodium 
sulphite (8.0g in water 10% w/v) was then added and stirring continued for 30 min. 
The layers were then separated and the organic phase washed with saturated 
sodium hydrogen carbonate (50ml), dried (MgS04) and the solvent evaporated in 
vacuo to give the title compound as a clear oil (2.5g), nmr (CDCI3) 6 1.48 
(9H), Z60 (IH), 2.80 (IH), 3.10 (IH), 3.22 (IH), 3.55 (IH) and 4.75 (IH). 

Intermediate 15 

[2-RS. 3" S. 4a "R. 8 a " S 1 - N - [ 2 - H v d r o x v - 3 - F 3 - [ f M J - 
dimethvlethvnaminolcarbonvn-decahvdro-2-isoquin olinvllpropvllcarbamic acid. 

1.1-dimethvlethvl ester 
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Intermediate 14 (O.lg) was added to a solution of [3S-[3a,4aa,8aa]]- 
decahydro-N-{l,l-dimethylethyl)-3-isoquinoline carboxamide^ (0.14g) in ethanol 
(5ml) and the solution stirred for 72h at room temperature under nitrogen. The 
solvent was then evaporated in vacuo to give a clear oil, which was purified by 
silica gel column chromatography (Merck 9385, 20g) using chloroform/methanol 
(80:1) to give two diastereoisomers of the title compound :- 

isomer 1. 95mg. nmr (DMSO-d^) 6 1.25(9H), 138(9H), 1.1 to 2.1(14H), 
2.25(1H), 2.7 to 3.0(3H), 3.3 to 3.5 (IH), 3.58(1H). 4.75(1H), 6.68(1H) and 
7.36(1H), mass spec, [MH+] 412.5. 

Isomer 2. 92mg, nmr (DMSO-dg) 6 1.25(9H), 1.38(9H), 1.2 to 2.2(14H), 
2.30(1H), 2.4 to 2.6(1H), 2.80(1H), 3.02(2H), 3.58(IH), 4.65(1H), 6.76(1H) and 
7.36(1H), mass spec. [MH+] 412.5. 

2. K.E.B. Parkes, S. Redshaw and G J. Thomas, EP-A-0432694. 
Intermediate 16 

(S)-2'rrn. l-Dimethvlethvnaminolcarbonvl]-3-piDeridinecarboxvlic acid, M- 
dimethvlethvl ester. 

(S)-l,2-Piperidinedicarboxylic acid,l-(l,l-dimethylethyl ester) (510mg) was 
dissolved in dry dimethylformamide (10ml) and N-ethyldiisopropylamine 
(4304il),2-(lH-ben2OtriazoM-yl)-l,l,3,3-tetramethyluronium tctrafiuoroboralc 
(127mg) and tert-butylamine (260;il) added. The solution was stirred for 72h 
under N2 at room temperature. Water (30ml) was then added and the solution 
extracted with ethyl acetate (3 x 20ml). The combined organic fractions were then 
washed with saturated sodium hydrogen carbonate (20ml) and saturated sodium 
chloride solution (20ml). dried and concentrated to give the title compound 
(600mg) as on off-white solid, mp. 125-127' , n.m.r. (DMSO-d^), 6 1.26 (9H), 
1.36 (9H), 1.1-1.7 (5H), 1.94 (IH), 3.17 (IH), 3.74 (IH), 4.40 (IH), 7.26 (IH), 
mass spec. [MH^] 285.4. 



Intermediate 17 
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[2RS. 2'Sl-N-r2-Hvdroxv-3-r2-rr(1.1-dimethvlethvl)amin olcarbonvll-l- 
piperidinvUpropvllcarbamic acid, IJ-dimethvlethvl ester. 

Intermediate 16 (580mg) in 1,4-dioxan (10ml) was stirred for 4h with 3.3M 
hydrogen chloride in 1,4-dioxan (6ml). The mixture was concentrated to an off- 
white solid and re-dissolved in ethanol (lOmI) to which was added N- 
ethyldiisopropylamine (0.39ral) and Intermediate 14 (350mg). The solution was 
stirred for 20h at room temperature under nitrogen. The reaction mixture was then 
concentrated to an oil and purified by column chromatography on silica gel (Merck 
9385. 150g) using chloroform : methanol (70:1) to give both stereoisomers of the 
title compound . 

Isomer 1, eiuted first, isolated as a white solid (172mg), n.m.r. (DMSO- 
dg), 6 1.26 (9H).. 1.36 (9H), 1.2-1.8 (6H), 1.89 (IH), 2.02 (IH), 2.2 (IH), 2.86 
(2H), 3.02 (IH). 3.64 (IH), 4.91 (IH), 6.70 (IH). 7.28 (IH). 

Isomer 2, eiuted second, isolated as a white solid (129mg), mp. 48-52, ^H 
n.m.r. (DMSO-dg), 6 1.21 (9H), 1.30 (9H), 1.2-1.7 (6H)), 1.88 (IH), 2.00 (IH), 
2.28 (IH), Z7-3.2 (3H), 3.58 (IH), 4.67 (IH). 6.69 (IH), 7.13 (IH). 

Intermediate 18 

[rR.2'R.l"S1-N-r2-Hvdroxv-4-rr2-hvdroxv-l-(phenvlmethvi) ethvllaminol-4- 
oxo-Wphenvlmethvnbutvllcarbamic acidJ.l-dimethviethvl ester 

Diisopropylethylamine (126/il), S-phenylalaninol (109mg) and 2-(lH- 
bcnzotriazol-l-yl-l,l,3,3-tetramethyluronium tetrafluoroborate (229mg) were 
added sequentially to a solution of Intermediate 1 (200mg) in dimethylformamide 
(8ml). The solution was stirred at room temperature for 18h and then partitioned 
between ethyl acetate and water. The organic phase was washed with 2N 
hydrochloric acid, saturated sodium hydrogen carbonate solution and brine, dried 
(MgSO 4) and the solvent evaporated in vacuo . The residue was purified by silica 
gel chromatography using chloroform:methanol (20:1) as eluant to afford the title 
compound (243mg) as a white solid, mp. 141-143', [ot]^~ = +3.4' (c 0.58, 
methanol). 
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Intermediate 19 

ri'R.2*R,r'R1>N-r2-Hvdroxv-4-rr2-hvdroxv-l-phenvimethvnethvl]amino'|-4-oxo- 
l-(phenvlmethvnbutvl]carbamic acidj.l-dimethvlcthvl ester 

Diisopropylelhylamine (126|il), R-phenylaianinol (109mg) and 2-(lH- 
benzotriazol-]-yI)-l,l,3,3-tetraxnethyluroniuni tetrafluoroborate (229nig) were 
added sequentially to a solution of Intermediate 1 (200ing) in dimethylfonnamidc 
(8ml). The solution was stirred at room temperature for 18h and then partitioned 
between ethyl acetate and water. The organic phase was washed with 2N 
hydrochloric acid, saturated sodium hydrogen carbonate solution, and brine, dried 
(MgSO^) and the solvent evaporated in vacuo . The residue was purified by silica 
gel chromatography using chloroform rmethanol (20:1) as eluant to afford the title 
compound (170mg) as a white solid, rop. 135-137*, [a]^^ +41.3' (c 0.52, 
methanol). 

Intermediate 20 

rrR,2'R.r*RVN-f2-Hvdroxv-4-[f2-hvdroxv-3-rphenvlethvnamino1-4-oxo-l- 
phenvlmethvObutvllcarbamic acid 1.1-dimethvlethvl ester 

Diisopropylelhylamine (126^1), S-phenylglycinol (99mg) and 2-(lH- 
benzotria2oM-yl)-l,l,3,3-tciramethyiuronium tetrafluoroborate (229mg) were 
added sequentially to a solution of Intermediate 1 (200mg) in dimethylformamide 
(5ml). The solution was stirred at room temperature for 16h and then partitioned 
between ethyl acetate and water. The organic phase was washed with 2N 
hydrochloric acid, saturated sodium hydrogen carbonate solution, and brine, dried 
(MgSO^) and the solvent evaporated in vacuo . The reside was purifed by silica gel 
chromatography using chloroform : methanol (20:1) as eluant to afford the title 
compound (220mg) as a white solid, mp. 162-163' , [a]^^ +54.5' (c 0.55, 
methanol). 

Intermediate 21 

frR.2'R.r'S1-N-r2-Hvdroxv>4-[T2-hvdroxv-l-phenvlethvnamino]-4-oxo-]- 
fphenvlmethynbutvllcarbamic acid 1.1-dimethvlethvl ester 
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Diisopropylethylamine (126^1). R-phenylglycinol (99mg) and 2-(lH- 
benzotnazol-l-yl)-l,l,3,3-tetrameihyluronium letrafluoroborate (229mg) were 
added sequentially to a solution of Intermediate 1 (200mg) in dimethylformamide 
(5ml). The solution was stirred at room temperature for 18h and then partitioned 
between ethyl acetate and water. The organic phase was washed with 2N 
hydrochloric acid, saturated sodium hydrogen carbonate solution, and brine, dried 
(MgS04) and the solvent evaporated in vacuo . The residue was purified by silica 
gel chromatography using chloroform : methanol (20:1) as eluant to afford the title 
compound (173mg) as a white solid, mp. 154-156* . [a]^^ 0* (c 0.54, methanol). 

Intermediate 22 

frR.2*R1-N-r2-Hvdroxv-4-rr2.3-dihvdroxvpropvna mino1-4-oxo-1- 
(phenvlmethvl^butvUcarbamic acid 1.1-dimethvlethvl ester 

Diisopropylethylamine (248;il), (RS)-3-amino-l -propanediol (118mg) and 2- 
(lN-benzotriazol-l-yi)-l,l,3,3-tetramethyluronium tetrafluoroborate (457mg) were 
added sequentially to a solution of Intermediate 1 (400mg) in dimethylformamide 
(12ml). The solution was stirred at room temperature for Vhh and then partitioned 
between ethyl acetate and water. The organic phase was washed with IN 
hydrochloric acid, saturated sodium hydrogen carbonate solution and brine, dried 
((MgSO^) and the solvent evaporated in vacuo . The residue was purified by silica 
gel chromatography using chloroform : methanol (30:1 to 5:1) as eluant to afford 
the title compound (139mg) as a colourless oil, [a]p +29.0' (c 0.26, methanol), 
n.m.r. (DMSO-d^) 6 130 (9H), 2.19 (2H), 2.4-2.7 (IH), 2.7-2.9 (IH), 2.9-3.1 
(2H), 3.1-3.3 (3H), 3.49 (IH), 3.62 (IH), 3.88 (IH), 4.70 (IH), 4.90 (IH). 6.46 
(IH), 7.1-7.4 (5H) and 7.80 (IH). 

Intermediate 23 

[rR.2*R.2"RSl-N-r2-Hvdroxv-4-rn-hvdroxvpropvnamino1-4-oxo-] - 
fphenvlmethvl^butvllcarbamicacid 1.1-dimethvlethvi ester 
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Diisopropylethylamine (186m1), 3-amino-l-propanol (74^1) and 2-(lH- 
benzotriazol-l-yl)-l»l,3,3-tetramethyIuronium tetrafluoroborate (343mg) were 
added sequentially lo a solution of Intermediate 1 (300mg) in dimethylformamide 
(lOmI). The solution was stirred at room temperature for 1.5h and then partitioned 
between ethyl acetate and water. The organic phase was washed with IN 
hydrochloric acid, saturated sodium hydrogen carbonate solution and brine, dried 
((MgSO^) and the solvent evaporated in vacuo . The residue was purified by silica 
gel chromatography using chloroform : methanol (40:1 to 25:1) as eluant lo afford 
the title compound (244mg) as a white solid, mp. 59-63- softens, [a]^^+34.r (c 
1.11, methanol). 

Intermediate 24 

[rR.2'R1-N-f2-Hvdroxv-4-[T2-flH-imidazoN2-vnethvnamino1-4-oxo-l- 
(phenvlmethvnbutvl]carbamic acid 1,1-dimethvlethvl ester 

Diisopropylethylamine (218^1), histamine (126mg) and 2-(lH-ben2otriazol- 
l-yl)-l,l,3,3-tetramethyluronium tetrafluoroborate (400mg) were added to a 
solution of Intermediate 1 (350mg) in dimethylformamide (10ml). The solution 
was stirred at room temperature for 1.25h and then partitioned between ethyl 
acetate and water. The organic phase was washed with saturated sodium hydrogen 
carbonate solution and brine, dried (MgS04) and the solvent evaporated in vacuo . 
The residue was purified by silica gel chromatography using chloroform : methanol 
(20:1 to 5:1) as eluant to afford the title compound (125mg) as a white solid, mp. 
157-159*, [o]g^ +27.5' (c 1.1, methanol). 

Intermediate 25 

('rR)-N-f3-Chloro-2-oxo-l-(phenvlmethvl>propvncarbamic acid, phenvlmethyl 
ester 

N-Benzyloxycarbonyl-D-phenylalanine (1.5g) in tetrahydrofuran (12.6ml) 
was stirred at -15* and triethylamine (0.73ml) and ethyl chloroformate (0.5ml) 
added. After stirring at this temperature for a further 20min, the white precipitate 
was filtered and the filtrate was added to an ethereal solution of diazomethane 
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[30ml; prepared from diazald (1.4g)] in a salt-ice bath. After stining for 30min, the 
yellow solution was set aside to warm to room temperature overnight. Then a 
stream of hydrogen chloride gas was bubbled through the solution until the colour 
was discharged. The mixture was diluted with ethyl acetate and washed with 
saturated sodium hydrogen carbonate, dilute hydrochloric acid, saturated sodium 
hydrogen carbonate and saturated sodium chloride solution. The organic layer was 
dried and evaporated to a colourless mass which was recrystallized from 75% 
aqueous ethanol to afford the title compound (644mg) as a white solid, mp. 101- 
102- , [a]g^-25.85- (c 0.56, CHCl^). 

Intermediate 26 

[rR.2"RS]-N-r3>Chloro-2-hvdroxv-l-rphenvlm ethvl^propYl1carbamic acid, 
phenvlmethvl ester 

A solution of Intermediate 25 (17.12g) in tetrahydrofuran (250ml) and water 
(100ml) was stirred in an ice-bath and sodium borohydride (2.87g) added. After 
stirring at this temperature for 1.5h, the solvent was evaporated to a solid residue, 
which was suspended in chloroform before adding water to give a clear solution. 
Following adjustment of pH to ca. 1 with addition of dilute hydrochloric acid, the 
organic layer was separated, dried and evaporated to a white solid which contained 
both R,R- and R,S-diastereomers. The crude product was recrystallized from a 
mixture of ethyl acetate and cyclohexane (4:1) to afford the less soluble major 
isomer as a white solid (7.24g), mp. 142-144', [a]^^ +32.16' (c 0.59, DMSO). 
Ir n.m.r. (CDCI3) 6 2.87-3.06 (3H), 3.50-3.71 (2H), 3.85 (IH), 3.99 (IH), 4.80 
(IH), 5.03 (2H), 7.13-7.40 (lOH). The mother liquor was concentrated to give the 
title compound {10.55g) as a gummy solid which contained ca. equal amounts of 
both diastereomers, i.r. (CHBr3) 7 3600, 3425, 2105, 1712 and 1508cm-^ 
n.m.r. {CDCl^) 6 2.7-3.3 (3H), 3.4-4.3 (4H), 4.5-5.4 (3H) and 7.0-7.5 (lOH). 

Intermediate 27 

[rR.2"RS1-N-r3-AzidQ-2-hvdroxv-l-fphenvimethvnprop vl')carbamic acid. 
phenvlmethvl ester 
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A mixture of Intermediate 26 (10.57g) and sodium azide (3.69g) in N,N- 
dimethylformamide (100ml) was heated at 90' for 18h. After cooling, the reaction 
mixture was partitioned between ethyl acetate and water. The organic phase was 
separated, washed with water, dried and evaporated to leave a brown gum which 
was purified by column chromatography on silica gel (Merck Kieselgel 60, 200g) 
using chloroform/methanol (95:5) as eluant to afford the title compound (7.57g) as 
a pale yellow solid, mp. 67-69* , +41.36' (c 0.67, DMSO). 

Intermediate 28 

[rR.2**RS1-N-r3-Amino-2-hvdroxv-1-(phenvlmethvnpropvncarbamic acid, 
phenylmethvl ester 

A mixture of Intermediate 27 (7.50g) and triphenylphosphine (5.94g) was 
dissolved in 60% aqueous tetrahydrofuran (400ml) and then healed under reflux for 
23h. After cooling the clear solution was diluted with ethyl acetate and extracted 
with 2M hydrochloric acid. The aqueous extracts were combined, treated with 
sodium hydrogen carbonate until basic and back-extracted into ethyl acetate. The 
organic layer was dried and evaporated to give the title compound (4.77g) as a 
foam, [a]g^-^ +34.76 • (c 0.67. DMSO), n.m.r. (CDCij) 5 2.6-3.2 {4H), 3.4- 
4.1 (5H), 4.8-5.15 (2H), 5.25-5.7 (IH) and 7.0-7.8 (lOH). 

Intermediate 29 

frR.2*RS1-N-[2-Hvdroxv-l-rphenvlmcthvn-3-fr(phenvlmethvn carbonvll 
aminolpropvl)carbamic acid, phenylmethvl ester 

Intermediate 28 (4.44g) in dichloromethane (340ml) was stirred with 1- 
hydroxybenzotriazole (2.29g), phenylacetic acid (2.36g) and l-elhyI-3-(3- 
dimethyiaminopropyI)carbodiimide hydrochloride (3.26g) at room temperature for 
17h. The mixture was partitioned between dichloromethane and water. The 
organic layer was separated, washed with dilute hydrochloric acid, saturated 
sodium hydrogen carbonate and saturated sodium chloride solution, dried and 
evaporated to a white solid which was recrystallized from methanol to afford the 
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title compound (1.92g) as a white solid, mp. 182-186' (dec), Md^ +27.46' (c 
0^1,DMSO). 

Intermediate 30 

[2*RS3*R1-N-f3-Amino-2-hvdroxv-4-(phenvlbutv]) benzeneacetamide 

Intermediate 29 (500mg) in ethanol (280ml) was hydrogenated with 10% 
palladium-on-charcoal (682mg) under normal pressure and at ambient temperature 
for 5h. After degassing, the mixture was filtered through Kieselguhr. The filtrate 
was evaporated to leave the title compound (302mg) as a gum, i.r. (DMSO-dg) 
'Tmax 3600-3000, 1664 and I535cm-^ n.m.r. (DMSO-d^) 6 2.3-3.8 (lOH), 4.3- 
5.1 (IH), 6.9-7.7 (lOH) and 8.0 (IH). 



Intermediate 31 

r3SV1.2.3,4-Tetrahvdro-3-rrri.l-dimethvlet hvnamino1carbonvn-2- 

isoouinoHnecarboxvlicacid. 1.1-dimeth vlethvl ester 

(3S)-l,2,3,4-Tetrahydro-2,3-isoquinolinedicarboxyIic acid,2-(l,l- 
dimethylethyl ester)^ (3.26g) in a mixture of N,N-dimethylformamide (10ml) and 
dichioromethane (120ml) was stirred at room temperature with tert-butylamine 
(2.79ml). l-ethyl-3-(3-dimethylaminopropyl)carbodiimide hydrochloride (4.50g) 
and 1-hydroxybenzotriazole (3.46g) for 20.5h. The reaction mixture was diluted 
with dichioromethane and then washed with dilute hydrochloric acid, saturated 
sodium hydrogen carbonate and saturated sodium chloride solution, dried and 
concentrated to a brown oil which was purified by column chromatography on 
silica gel (Merck Kieselgel 60, 200g) using dichloromethane/methanol (9:1) as 
eluant to afford the title compound (2.03g) as a gum, [a]§^ -3.4' (c 0.67,CHCl3), 
1h n.m.r. (CDClg) 6 1.12 (9H). 1.48 (9H), 2.5-3.8 (2H), 4.2-4,8 (3H) and 7.1-7.4 
(5H). 

3. VJ. Hruby et_al.. Collect. Czech. Chem. Commun., 1988, 53 (11 A), 2549- 
73. 
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Intermediate32 

f3SVN-fl.l-DimethvlethvlV1.2,3,4-tetrahvdro-3-isoquinolinecarboxamide 
hydrochloride 

Intermediate 31 (2.01g) in 1,4-dioxan (20ml) was stirred for 19h with 8.5M 
hydrogen chloride in 1,4-dioxan {8.5ml). The mixture was concentrated to give the 
title compound (a87g) as a white solid, mp. 252-254', [a]^^ -107.2' (c 0.57, 
DMSO). 

Intermediate 33 

f2*RS,3"S1-N-[3-f3-rrn,l-Dimethvlethvnaminolcarbonvl1-1.2.3.4-tetrahvdro-2- 
isoquinolinvl]-2-hvdroxvpropvl1 carbamic acid,l,l-dimethvlethvl ester 

Intermediate 32 (435mg) in ethanol (13.5ml) was stirred at room temperature 
with diisopropylethyiamine (343;il) and Intermediate 14 (352mg) for 3 days and 
then at 65 ' for 7h. The reaction mixture was diluted with ethyl acetate and washed 
with 0.5M hydrochloric acid, saturated sodium hydrogen carbonate and saturated 
sodium chloride solution, dried and evaportated to leave a gum which was purified 
by column chromatography on silica gel (Merck Kieselgel 60, 30g) using 
dichloromethane/methanol (9:1) as eluant to give the title compound (657mg) as a 
colourless gum which contained both diastereomers, [a]^^ -12.3* (c 0.49,DMSO), 
n.ra.r. (DMSO-d^) 6 1.2-1.6 (18H), 2.2-2.7 (3H), 2.8-3.5 (4H), 3.5-4.1 (3H), 
4.8-5.3 (IH), 6.5-7.0 (IH), 7.0-7.3 (4H) and 7.5-7.7 (IH). 

Intermediate 34 

r3$.2'*RS1-2-r3-Amino-2-hvdroxvpropvn-N-nj-dimethvlethvn-1.2.3,4- 
tetrahvdro-3-isoquinolinecarboxamide, hydrochloride 

Intermediate 33 (644mg) in 1,4-dioxan (16m]) was stirred for 20h with 8.5M 
hydrogen chloride in 1,4-dioxan (2.1ml). The reaction mixture was concentrated to 
give the title compound (544mg) as a yellow foam, [oc]}y^ -27.7" (c 0.49, DMSO), 
n.ra.r. (DMSO-dg) 6 1.18 (9H), 2.5-4.7 (lOH + exchangeable protons), 7.0-7.3 
(4H) and 7,7-8.6 (IH). 
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In termed iate 35 

f3S-|'3S-r3g,4gfl.8fffl1.2-RS,2'*S.5"R.6"Rl1- N-ri.l-Dimethvlethvn-2-r3-r[3,3- 
dimethvI-7-oxo-6-frDhenvlacetvl')amino1-4-thia- 1-azabicvclor3.2.01hept-2- 
vlcarbonvnamino1-2-hvdroxvDropvndecahvdro>3-isoq uinQlinecarboxamide 

6M Hydrogen chloride in dioxan (3ml) was added to Intermediate 15 as a 
mixture of diastereoisomers (0.5g) in dioxan (5ml) at room temperature. The 
solution was stirred at room temperature for 2h and the solvent then removed in 
vacuo to afford a white solid (0.48g). The salt was disolved in dimethylformamide 
(20ml) and diisopropylethylamine (0.62ml), Pencillin G N-ethyl piperidine salt 
(0.53g) and 2-(lH-benzotriazol-l-yl)-l,l,3,3-tetramethyluronium tetrafluoroborate 
(a382g) added sequentially. After stirring at room temperature for 2h the reaction 
mixture was partitioned between ethyl acetate and water. The ethyl acetate layer 
was separated, washed with saturated sodium hydrogen carbonate solution and 
brine, dried (MgS04) and evaporated in vacuo to afford the title compound (0.72g) 
as an orange foam, n.m.r. (DMSO-d^) 6 1.0 - 3.8 (28H), 1.23 (9H). 1.25 (9H), 
4.25 (0.5H). 4.42 (0.5H). 4.78 (0.5H), 4.92 (0.5H), 5.3 - 5.6 (2H). 7.1 - 7.6 (5H), 
8.1 - 8.5 (IH) and 8.85 (IH), Tmax (CHBr3) 3420, 1788, 1668 and 1512cm-l. 

Intermediate 36 

r4RV4>rrflJ-Dimethvlethvnamino1carbQnvlV3-thia zolidinecarboxvlic acid, 1,1- 

dimethvlethvl ester 

t-Butylamine (1.04ml) was added to a solution of (4R)-3,4- 
thiazolidinedicarboxylic acid-3-(l,l-dimethylethyl ester)"^ (2.09g). 
diisopropylethylamine (1.72ml) and 2-(lH-benzotriazol-l-yl)-l, 1,3,3- 
tetramethyluronium tetrafluoroborate (3.47g) in dimethylformamide (20ml) and the 
solution stirred at room temperature under nitrogen for 2hr. The mixture was 
diluted with ethyl acetate and the solution washed with 2N hydrochloric acid, 
saturated sodium hydrogen carbonate solution, and brine. The organic phase was 
separated, dried (MgS04) and the solvent evaporated in vacuo to afford a solid. 
Recrystallization from cyclohexane gave the title compound (2.36g), m.p. 128- 
129" . [ct]^^ -142.2' (c 1.05, methanol). 
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4. G. Perseo, S. Piani and R de Castiglione, IntJ.Peptide Protein Res., 1983, 21, 
227. 

Intermediates? 

(4RVN-flJ-DimethvlethvlV4-thiazolidinecarboxaniide. hydrochloride 

6M hydrogen chloride in 1,4-dioxan (10ml) was added to a stirred 
suspension of Intermediate 36 (2.1 6g) in 1,4-dioxan (20ml). A solution formed 
which was stined at room temperature under nitrogen for 15mtn. A further 
quantity of hydrogen chloride in 1,4-dioxan (5ml) was added and the mixture 
stirred for an additional 3h at room temperature. The precipitated solid was 
collected by filtration and washed with ether to give the title compound (1.45g), 
mp. 244-245*, [a]^^ -99.8* (c 1.00, methanol). 

Intermediate 38 

[2'RS.4"R]>N>f3-r4-rrn,l-Dimethvlethvnamino]carbonvn-3-thiazolidinvn-2- 
hvdrorypropvncarbamic acid, 1,1-dimethvlethvl ester 

A solution of Intermediate 14 (l.Og), Intermediate 37 (0.707g) and 
diisopropylethylamine (0.7ml) in ethanol (12ml) was stirred at room temperature 
for 68h under nitrogen. Additional Intermediate 14 (0.52g) in ethanol (5ml) was 
added and the solution refluxed under nitrogen for 48h. The reaction mixture was 
cooled and the solvent evaporated in vacuo to an oil which was dissolved in ethyl 
acetate. The ethyl acetate solution was washed with saturated sodium hydrogen 
carbonate solution and brine, dried (MgSO^) and evaporated to an oil which was 
purified by column chromatography on silica gel (Merck Kieselgel 60, 50g) using 
ethyl acetate/cyclohexane (1:1) to give the title compound (372mg) as a gum which 
contained both diastereomers, i.r. (CHBr3) y^^^ 3477, 1705, 1673 and 1509cm"^ 
n.m.r. (DMSOdg) 5 1.25 (9H), 1.38 (9H), 2.2-2.5 (2H), 2.7-3.5 (4H), 3.6 (IH), 
3.8-4.15 (3H), 4.85-5.1 (IH), 6,6-6.9 (IH) and 7.45 (IH). 



Intermediate 39 
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[4R.2'*RSl-3-r3-Amino-2-hvdroxvpro Dvn-N-n.l-dimethYlethYl)-4- 

thiazolidinecarboxamide 

Intermediate 38 (349mg) in 1,4-dioxan (10ml) was stirred for 20h with 8.5M 
hydrogen chloride in 1,4-dioxan (2ml). The mixture was concentrated to give the 
title comtx)und (326mg) as a creamy solid, i.r. (DMSO-dg) 7niax 3700-3250, 1671 
and 1515cm-^ n.m.r. (DMSO-dg) 6 1.15 (9H), 2.5-4.5 (lOH + exchangeable 
protons) and 7.5-8.2 (IH). 

Interned late 40 

[2S-r2ar2*R*S*.4^'S*^5g.6fl1]-3 .3-DimethvNN-r3-f4-fffl,l- 
dimethvlethvnamino1carbonvn-3-thiazolid invn-2-hvdroxvpropYn-7-oxo-6- 
[rphenvlacetvl)aminoV4-thia-l-a2abicvclor3. 2.0]heDtane-2-carboxamide 

Intermediate 39 (304mg) was dissolved in N,N-dimethylformamide (16ml) 
and diisopropylethylamine (540^1), 2-(lH-benzotriazol-l-yl)-l, 1.3,3- 
tetramethyluronium letrafluoroborate (356mg) added. After stirring briefly, 
pencillin G N-ethylpiperidinium salt (456mg) was added and the mixture was 
stirred for 21h under nitrogen at room temperature. Water was then added and the 
solution extracted with ethyl acetate. The combined organic fractions were washed 
with saturated sodium hydrogen carbonate and saturated sodium chloride solution, 
dried and concentrated to a foam before purification by column chromatography on 
silica gel (Merck Kieselgel 60, 50g) using mixtures of ethyl acetate and methanol 
(9:1 then 4:1) as eluant to give the title compound (224mg) as a brown foam which 
contained both stereoisomers, i.r. (CHBr3) T^ax ^578, 1791, 1669, 1621 and 
I508cm-1, 1h „.n,.r. (DMSO-dg) 6 1.28 (9H), 1.40 (3H), 1.58 (3H), Z2-2.6 (IH). 
2.6-3.2 (2H), 3.2-3.8 (5H), 3.90 {2H). 3.95-4.3 (3H), 5.10 (iH). 5.45 (2H), 7.1-7.5 
(6H),8.16(1H) and 8.88 (IH). 

Intermediate 41 

(rSVN-ri-rCvdohexvlmethvlV2-rn.l-dime thvlethvnaminol-2-oxoethYl1carbamic 
acid. 9H-fluoren-9-vlmethvl ester 
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t-Butylamine {0.42ml) was added to a solution of (2S)-a-[[[(9H-fiuoren-9-yl- 
methyl)oxy]carbonyl]ainino]cyclohexanepropanoic acid (1.5g), 2-(lH- 
benzotriazol-l-yl)-l,l-3,3-tetramethyluronium tetrafluoroborate (1.38g), 1- 
hydroxybenzotriazoie hydrate (0.54g) and diisopropylethylamine (0.69nil) in 
dimethylformamide (15ml) at room temperature. After 17h the solution was 
diluted with ethyl acetate and washed with water (x3) and saturated sodium 
hydrogen carbonate solution {x3). The organic phase was dried (Na2SO^ and the 
solvent evaporated in vacuo to leave an oil which was purified by silica gel 
chromatography using 40-60' petrohether (2:1) as eluant to afford the title 
compound (1.14g) as an oil, n.m.r. (DMSO-d^) 6 0.7 to 1.8 (13H), 1.25 (9H), 
4.02 (IH), 4.1 to 4.4 (3H), 7.2-7.5 (6H), 7.75 (2H) and 7.90 (2H), i.r. 7max 
(CHBrg) 3423, 1710, 1675 and 1508cm*^. 

Intermediate 42 

f2'S)-a-Amino-N-nj-dimethv!ethvn-cvclohexanepropanamide 

Intermediate 41 (90mg) was dissolved in dimethylformamide (2ml) and 
piperidine (0.5ml) added. The solution was stirred at room temperature for 2hr and 
then poured into water. The mixture was partitioned between ethyl acetate and 
water. The organic phase was washed with brine, dried (MgS04) and the solvent 
evaporated in vacuo to leave a white solid. Purification by silica gel column 
chromatography using chloroform/methanol (20:1) as eluant afforded the title 
compound, mp. 39-40', [a]^^ +23.5' (c 0.66, methanol). 

Intermediate 43 

f2'RS.r'SVN-f3-fl-fCvclohexvlmethvlV2>[n,l-dimethvlethvnamino1-2- 
oxocthvl]amino-2-hvdroxvpropvl]carbamic acidJJ-dimethylethyl ester 

Intermediate 42 (50mg) was dissolved in ethanol (2ml) and added to 
Intermediate 14 (38.3mg). After stirring at room temperature for three days under 
nitrogen the solvent was evaporated in vacuo . The residue was purified by silica 
gel chromatography using chloroform/methanol (50:1) as eluant to afford the title 
compound (64mg) as a colourless oil, n.m.r. (DMSO-d^) 5 1.28 (9H), 1.5 (9H), 
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0.7 to 2.0 (14H), 2.3-2.6 (2H), 2.7 to 3.1 {2H), 3.20-3.50 {2H), 4.72 (IH), 6.65 (IH) 
and 7.45 (IH), i.r. T^jg^ (CHBr3) 3445, 1703. 1660 and I512cm-1. 

Intermediate 44 

f4SV4-rCvclohexvlmethvn-5-oxO'3-oxazolidinecarbaxvlic acid. 9H-f luoren-9- 
vlmethvl ester 

Paraformaldehyde (Ig) and p-toluenesulphonic acid hydrate (O.lg) were 
added to a solution of (2S)-a-[[[(9H-nuoren-9-ylmethyl)oxy]carbonyl]amino]- 
cyclohexanepropanoic acid (1.5g) in toluene (100ml). The mixture was refluxed 
for 1 h with azeotropic removal of water. The mixture was allowed to cool and 
then washed with water (3x) and saturated sodium hydrogen carbonate solution 
(3x). The organic phase was separated, dried (Na2S04) and the solvent evaporated 
in vacuo to leave an oil (1.78g). Purification by silica gel column chromatography 
using 40-60" petroleum/ether (1:1) as eluant gave the title compound (1.47g) as an 
oil, n.m.r. (DMSO-dg) 5 0.5 - 0.8 (13H), 3.8 -4.8. 5.20 (IH). 5.32 (IH), 7.2-7.5 
(4H), 7.68 (2H) and 7.90 (2H). Tmax (CHBrg) 1797, 1709. 1449 and 1419cm-^. 

Intermediate 45 

r2S)-tt-ffr9H-Fluoren-9-vlmethvnQXv1 carbonv]l 
methvlamino1cvclohexaner>ropanoic acid 

Trifluoroacetic acid (15ml) and triethylsilane (1.5ml) were added to a 
solution of Intermediate 44 in chloroform (15ml) and the mixture stirred 21hr. The 
solvent was evaporated in vacuo and the residue then purified by silica gel column 
chromatography using chloroform/methanol/water (180:20:1) as eluant to give the 
title compound (1.37g). ^H n.m.r. (DMSO-d^ 6 0.6 - 1.3 (6H), 1.4 - 1.9 (7H), 2,72 
(3H), 2.75 (3H). 4.1 - 4.7 (4H). 7.2 - 7.5 (4H), 7.68 (2H) and 7.9 (2H). Tmax 
(CHBr3) 1712, 1692 and 1450cm*^. 

Intermediate 46 

r2'SVN-ri-rCvclohexvlmethvlV2-rfl.l-dimethvlethvnamino1- 2-oxoethvn-N- 
methvlcarfaamic acid. (9H-fluorenvl-9-vl-mcthvl)ester 
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Diisopropylethylamine (0.47ml), t-butylamine (0.258ml), and 2-(lH- 
benzotriazol-l-yI)-l,l,3,3-ietramethyIuronium tetrafluoroborate (0.867g) were 
added sequentially to a solution of Intermediate 45(1.0g) in dimethylformamide 
(20m]) and the mixture stirred at room temperature for 3h. The reaction mixture 
was partitioned between ethyl acetate and water. The organic phase was then 
washed with brine, dried (MgSO^) and the solvent evaporated in vacuo to a brown 
oil. Purification by silica gel column chromatography using cyclohexane/ethyl 
acetate (4:1) as eluant gave the title compound (0.839g) as a white solid, m.p. 136- 
139* , n.m.r. (DMSO-dg) 0.7 - 1.3 (6H), 1.25 (9H), 1.3 - 1.8 (7H), 2.78 (3H), 
4.2 - 4.7 (4H), 7.2 - 7.5 (5H), 7.65 (2H) and 7.9 (2H). 

Intermediate 47 

(2SVa-fMethvlaminoVN-nj-dimethvIethvncvclohexanepropionamide 

Piperidine (0.5ml) was added to a solution of Intermediate 46 (O.lg) in 
dimethylformamide (2ml) and the mixture stirred at room temperature for Ih. The 
reaction mixture was then partitioned between ethyl acetate and water. The organic 
phase was washed with brine, dried (MgSO^) and the solvent evaporated in vacuo 
to give a white solid, which was purified by silica gel column chromatography 
using chloroform/methanol 30:1 as eluant to give the title compound (0.038g), m.p. 
59-61', [a]^^ +14.5' (c 1.0, CH3OH). 

Intermediate 48 

r2'RS,r'S]-N-f3-[ri'fCvclohexvlmethvn-2-fri.l-dimethvlethvnamino1-2- 
oxoethvl]methvlamino]-2-hvdroxvpropvl]carbamic acid, 1,1-dimethvlethvl ester 

Intermediate 47 (22mg) was added to a solution of Intermediate 14 (17mg) in 
ethanol (1ml) and the mixture stirred at room temperature 72h. The solvent was 
then evaporated in vacuo and the residue purified by silica gel column 
chromatography using chloroform/methanol 50:1 as eluant to give the title 
compound (26mg), n.m.r. (DMSO-dg) 5 0.6 - 2.0 (13H), 1.25 (9H), 1.38 (9H), 
2.32 (3H), 2.35 (3H), 2.2-2.7 (2H), 2.7-3.6 (4H), 3.64 (IH), 4.62 (0.5H), 4.78 
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(0.5H), 6.70 (0.5H), 7.10 (0.5H), 7.47 (0.5H) and 7.65 (0.5H), Tmax (CHBr3), 
3445, 1705, 1673 and I507cm*^. 



Intermediate 49 

f2S, transV4-(l.l-DimethvlethoxvV1.2-Dvrrolid inedicarboxvlic acid, 1-(1,1' 

diTnethvlethvDester 

Di-tert-butyldicarbonate (1.17g) in dioxan (16m!) was added to an ice-cooled 

solution of (2S-trans)-4-(l,l-dimethylethoxy)-2-pyrroHdinecarboxylic acid (0.84g) 

in water (12ml) containing IN sodium hydroxide (8ml) and the mixture stirred at 

room temperature for 24hr. The reaction mixture was then added to ethyl acetate 

and the aqueous phase acidified to pH 3.0 with 2N-hydrochloric acid. The ethyl 

acetate layer was separated^ washed with brine, dried (MgS04) and the solvent 

23 ' 

evaporated in vacuo to give the title compound (1.25g), m.p, 80-81 * , [af]p -32.6' 
(c 1.07, methanol). 

Intermediate 50 

(2S. transV4-ri.l-DimethvlethoxvV2-rrri.l-dimethvl ethvnamino1carbonvn-l- 
pvrrolidinecarboxvlic acid. 1.1-dimet hvlethvl ester 

t-Butylamine (0.46ml), diisopropylethy lamine (0.83ml) and 2-(lH- 
benzotria2ol-l-yl)-l,l,3,3-tetramethyluronium tetrafluoroborate (1.53g) were added 
sequentially to a solution of Intermediate 49 (1.25g) in dimethyl formamide (20ml) 
and the mixture stirred at room temperature for 17hr. The mixture was partitioned 
between ethyl acetate and water. The organic phase was separated, washed with 
2N hydrochloric acid, saturated sodium hydrogen carbonate solution and brine, 
dried (MgS04) and the solvent evaporated in vacuo to an orange oil. Purification 
by silica gel column chromatography using chloroform/methanol 50:1 as eluant 
afforded the title compound (Q.87g), m.p. 135*, [a]g^ -12.06' (c 1.16, methanol). 



Intermediate 51 
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[r2**S, transU*RS1-N-[3>r4-(l.l -Dimethyl ethoxvV2-rrri.l - 
dimethvlethyl)amino]carbonvlM-pvrrolidinvl]-2-hvdroxvpropvncarbamic acid, 
1,1-dimethvlethvl ester 

8.5M Hydrogen chloride in dioxan (1.4ml) was added to a solution of 
Intermediate 50 (0.78g) in methanol (15ml) and the mixture stirred 17h at room 
temperature. The solvent was then evaporated in vacuo to yield a white solid 
(0.62g). The salt was dissolved in ethanol (20ml), and Intermediate 14 and 
diisopropylethylamine (0.41ml) were added. The reaction was stirred at room 
temperature for 72h and the solvent then evaporated in vacuo to a yellow oil. 
Purification by silica gel column chromatography using ethyl acetate/chloroform 
75:25 as eluant gave the title compound (0.596g), m.p. 32-38* , n.m.r. 6 1.1 
(9H), 1.25 (9H), 1.38 (9H), 1.6-1.9 (2H), 2.0 - 2.5 (4H), 2.7 - 3.1 (3H), 3.52 (IH), 
4.10 (IH), 4.70 (0.5H), 4.90 (0.5H), 6.68 (IH), 7.26 (0.5H) and 7.55 (0.5H). 

Intermediate 52 

(2S, cis)«2-f[(l,l-Pimethvlethvnamino]carbQnyn-4-(phenvlmethoxvn-l- 
pyrrolidinecarboxvlic acid, IJ-dimethylethyl ester 

t-Butylamine (0.6ml), diisopropylethylamine (0,81ml) and 2-(lH- 
ben20triazol-l-yl)-l,l,3,3-tetramethyluronium tetrafluoroborate (2.0g) were added 
sequentially to a solution of (2S, cis)-4-(phenylmethoxy)-l,2- 
pyrrolidinedicarboxylic acid, l-(l,l-dimethylethyl)ester^ (1.2g) in 
dimethylformamide and the mixture stirred at room temperature for 2h. The 
mixture was partitioned between ethyl acetate and water. The organic phase was 
separated, washed with 2N hydrochloric acid, saturated sodium hydrogen 
carbonate solution and brine, dried (MgS04) and the solvent evaporated in vacuo 
to leave a yellow oil. Purification by silica gel columm chromatography using 
chloroform/methanol 50:1 as eluant afforded the title compound (1.4g\ [a]^ 
-15.r (c 0.63, methanol), n.m.r. (DMSO-dg) 6 1.15 (9H), 1.35 (9H), 1.7 - 2.6 
(2H), 3.30 (IH), 3.60 (IH), 3.9 - 4,2 (2H), 4.45 (2H), 6.95 (IH) and 7.2 - 7.4 (5H). 



5. 



D.Papaioanniou et al .. Acta.Chem.Scand., 1990, 44(3), 243. 
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Intermediate 53 

r2'RS,r2*'R. cts)]-N-f3-f2-fr(M-Dimethvlcthvnami no]carbonvn-4- 
(phenvlmethoxvV3-pvrrolidinvll-2-hvdroxv propvncarhaTnic acid, 1,1- 

dimcthvlcthvl ester 

6M Hydrogen chloride in dioxan (4ml) was added to a soiution of 
Intermediate 52 (l.lg) in dioxan (10ml) and the mixture stirred at room 
temperature for 2h. Evaporation of the solvent in vacuo afforded a yellow foam 
which was dissolved in ethanol (15ml) and treated with diisopropylethyiamine 
(0.539ml) and Intermediate 14. The mixture was stirred at room temperature for 
64hr and the solvent then evaporated in vacuo to leave a gum. Purification by 
silica gel column chromatography using chloroform/methanol 50:1 as eluant 
afforded the title compound (0.67fi) as a gum. [a]§^ -27,9 • (c 1.2, methanol), 
n.m.r. (DMSO-d^) 6 1.22 and 1.21 (9H), 1.38 (9H), 1.80 (IH), 2.20 - 3.50 (8H), 
3.58 (IH), 4.40 (2H), 4.05 (IH), 4.72 (0.5H), 4.90 (0.5H), 6.62 (IH), 7.2 - 7.4 
(5.5H) and 7.68 (0.5H). 

Intermediate 54 

f3S-r3tt.4«]S,8ttfll2'S.2"S.5^'R.6"R1-N-(l,l-Dimethvlethv n-2r3-rr3.3-dimethvl- 
7-oxo-6-r(phenvlacetvnamino1-4- thia-l-azabicvclo [3.2.01 hept-2- 
vlcarbonvllamino]-2-hvdroxypropvndecahvdro-3-isoq uinoIinecarboxamide 

Intermediate 15 isomer 2 (750mg) in 1,4-dioxan (20ml) was stirred for 20h 
with -8M hydrogen chloride in 1,4-dioxan (3,0ml) under N2 at room temperature. 
The mixture was concentrated to a white solid and re-dissolved in 
dimethylformamide (20ml) to which was added diisopropylethyiamine (0.95ml), 2- 
(lH-benzotriazol-l-yl)-l,l,3,3-tetramethyluronium tetrafluoroborate (643mg) and 
penicillin G N-ethyl piperidine salt (815mg). The mixture was stirred at room 
temperature for 2h, water (100ml) was then added and the solution extracted with 
ethyl acetate (lOOmI). The aqueous layer was further washed with ethyl acetate 
(30ml) and combined organic layers washed with saturated sodium hydrogen 
carbonate (50ml) and saturated sodium chloride (lOOml), dried and evaporated to 
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give the title compound as an orange oil (1.05g), n.m.r. (DMSO-d^) 6 1.25 
(9H), 1.48 (3H), 1.65 (3H), 1.1 - 2.2 (14H), 2.2 - 3.1 (4H), 3.3 - 3.8 (4H), 4.42 
(IH), 4.80 (IH), 5.40 (IH), 5.52 (IH), 7.2 - 7.4 (5H). 7.60 (IH), 8.48 (IH) and 8.90 
(IH). 

Intermediate 55 

f2SV2-rrn,l-fDimethvlethvnamino1carbonvl]'l-pvrrolidinecarboxvlic acid, 1,1- 
dimethylethyl ester 

A solution containing L-proline, 1,1-dimethylethyl ester (1.5g), 2-(lH)- 
benzotriazol-l-yl)-l,l,3,3-tetramethyluronium tetrafluoroborate (2.75g), tert- 
butylamine (0.74ml) and diisopropylethylamine (1.34ml) in dimethylformamide 
(25ml) was stirred at room temperature for 20h. The solution was then diluted with 
water (50ml) and extracted with ethyl acetate (3x50ml). The combined organic 
extracts were washed with 2N hydrochloric acid (50ml), saturated aqueous sodium 
bicarbonate (50ml) and brine (50ml), dried (MgS04) and concentrated in vacuo to 
a solid which was purified by chromatography on silica gel. Elution with 100:1 
chloroform/methanol gave the title compound as a white solid (1.56g), m.p. 119- 
121R* [a]g^ -47.8' (c 0.98, methanol), n.m.r. (CDCI3) 6 1.35 (9H), 1.47 (9H), 
1.87 (2H), 1.9-2.5 (2H), 3.44 (2H), 4.10 (IH) and 5.6-7.0 (IH), 

Intermediate 56 

r2*RS,2'*S1-N-[3-f2-f[fl.l-Dimethvlethvnaminolcarbonvll-l-pvrrolidinvn-2> 
hydroxvpropvllcarbamic acid, U-dimethvlethvl ester 

Intermediate 55 (l.Og) was stirred in dioxan (10ml) at room temperature to 
which was added 3M hydrogen chloride in dioxan (8ml). After 2h the reaction 
mixture was concentrated to a white foam which was re-dissolved in ethanol 
(15ml). N-ethyldiisopropylamine (0.71ml) and Intermediate 14 (0,6g) were added 
and stirring continued for 20h. The reaction mixture was concentrated to an oil and 
purified by column chromatography on silica gel (Merck 9385, 20g) using a 
chloroform:methanoI (100:1 20:1) gradient elution to yield the title compound 
(407mg) as a 1:1 mixture of diastereoisomers, ^H n.m.r (DMSO-dg) 6 1-25 (9H), 
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1.35 (9HX 1.5-1.8 (3H), 1.9-2.6 (3H), 2.6-3.7 (6H), 4.72 (0.5H), 4.94 (0.5H), 6.70 
(IH), 7.38 (0.5H) and 7.68 (0.5H). 

Intermediate 57 

(4RV5.5-Dimethvl-4-rr(3,l-dimethvlethvnamino]carbonvl]-3- 
thiazolidinecarboxvlic acid, 1,1 -dimethyl ester 

A solution containing tert-butoxycarbonyl-L-5,5-dimethyUhiazolidine-4- 
carboxylic acid^ (2.0g), tert-butylamine (0.89ml), 2-(lH)-benzotriazol-l-yI)- 
1,1,3,3-tetramethyluronium tetrafluoroborate {2.95g) and ethyldiisopropylamine 
(1.47ml) in dimethylfonnamide (10ml) was stirred at room temperature for 20h and 
then diluted with water (20ml) and extracted with ethyl acetate (2x20ml). The 
combined organic extracts were washed with saturated aqueous sodium bicarbonate 
(30ml) and brine (30ml), dried (MgSO^) and concentrated in vacuo to an oil which 
was purified by chromatography on silica gel. Elution with 200:1 
chloroform/methanol gave the title compound (0.57g) as a white solid, m.p. 98- 
101'; [a]gl -5.9' (c 1.02, methanol), % n.m.r. (CDC\^) 6 1.33 (9H), 1.42 (3H), 
1.45 (9H), 1.55 (3H), 3.90 (IH); 4.63 (2H) and 5.76 (IH). 

6. J.Samanen ttal., J.Med.Chem., 1 989. 32(2), 466-472. 

Intermediate 58 

f2*RS.4"R]-N-['3-r5,5-Dimethvl-4-[rfl.l-dimethvlethvnaminolcarbonvn-3- 
thia2olidinvn*2-hvdroxvpropvl1carbamic acid, 1.1-dimethvlethvl ester 

Intermediate 57 (0.8g) was stirred in 1,4- dioxan (10ml) at room temperature 
to which was added 3M hydrogen chloride in 1,4-dioxan (7ml). After 6h the 
mixture was concentrated to a white solid which was re-dissolved in ethanol 
(lOmI). N -ethyldiisopropylamine (0.44ml) and Intermediate 14 (0.6g) were added 
and stirring continued for 72h. The reaction mixture was concentrated to an oil and 
partitioned between ethyl acetate (30ml) and saturated sodium bicarbonate (20ml). 
The organic layer was separated, further washed with saturated sodium chloride 
f20mi) and re-concentrated to an oil (1.2g), which was purified by column 
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chromatography on silica gel (Merck 9385, 120g) using chloroformrmethanol 
(80:1) to yield both isomers of the title compound . Isomer 1 (175mg), m.p. 98- 
104* (Slow melt), [a]^^ -177.9* (c 1.01, methanol). Isomer 2 (157mg), m.p. 102- 
105', [a]^^ -149.7' (c 0.97, methanol). 

Intermediate 59 

(4RSVZZ5,5-Tetramet hvl-N-ri.l>dimethvlethvn-4-thia2olidineacetamide 

DL-Pcnicillamine acetone adduct hydrochloride monohydrate (4.85g) was 
dissolved in dimethylformaraide (lOOmI) and diisopropylethylamine (5.1g), 2-(lH- 
benzotriazol-l.yl)-l,l,3,3-tetramethyluronium ictrafluoroborate (6.4g) and tert- 
butylamine (2.1ml) added. The solution was stirred for 2h at room temperature. 
Water (300ml) was then added and the solution extracted with ethyl acetate 
(2x1 50ml). The combined organic fractions were then washed with saturated 
sodium hydrogen carbonate (100ml) and saturated sodium chloride solution 
(100ml), dried (MgS04) and concentrated in vacuo to give the title compound 
(2.0g) as a white solid, m.p. 140* , n.m.r. (DMSO-dg), 5 1.18 (3H). 1.28 (9H), 
1.42 (3H), 1.50 (3H), 1.58 (3H); 3.2 - 3.4 (IH), 3.62 (IH) and 7.48 (IH), 

Intermediate 60 

r2-R,4-RSl-N-r2-Hvd roxv-3-f2.2.5.5-tetramethvl-4-[f(1.1- 

dimethvlethvnamino1c arbonvn-3-thia2ondinvnpropvncarbamic acid. 1.1- 
dimethvlethvl ester 

Intermediate 59 (300mg) was added to Intermediate 68 (500mg) in ethanol 
(1.5ml) and the mixture was refluxed for 60h. The solvent was evaporated in 
i^cuo and the residue purified by silica gel column chromatography (Merck 9385) 
using cyclohexane/ethyl acetate (2:1) as cluant to afford the title compound 
(191mg) as a colourless oil, [a]^^ -22.4' (c 0.49, methanol), n.m.r. (DMSO- 
dg) 5 1.0-1.8 (30H), Z2-3.8 (6H), 4.4-5.2 (IH), 6.5-6.8 (IH), 7.50 (0.5H) and 7.75 
(0.5H). 
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r2RS)-K2.4>Piperazinetricarboxvlic acid,l -(1 . 1 -dime thvlethvl ester)-4- 
(phenvlmethvl ester') 

A solution containing di tert-butyl pyrocarbonate (8.1g) in 1,4-dioxan 
(lOOml) was added to an ice-cooled solution of (RS)-4- 
[phenyl[methoxycarbonyl]]piperazine-2-carboxylicacid'^(1.01g) in 1,0N aqueous 
sodium hydroxide {150ml). The mixture was stirred for 0.5h and then the ice-bath 
was removed and stirring was continued for a further 18h at room temperature. 
The mixture was then concentrated in vacuo to ca. 100ml and the aqueous residue 
washed with ether (2xl00ml). The aqueous extract was then acidified to pH 2 with 
2N hydrochloric acid and extracted with ethyl acetate (2x200ml). The combined 
organic extracts were washed with brine (50ml), dried (MgS04) and evaporated in 
vacuo to give the title compound as a pale yellow foam (1.31g). f^^x i^^^^s) 
1693cm-l (C=0), n.m.r. (DMSO-dfi) 5 1-39 (9H). 2.7-3.6 (3H + H2O), 3.72 
(IH), 3.90 (IH), 4.3-4.6 (2H), 5.05 (2H) and 7.35 (5H). 

7. M.E.Freed and J.R.Potoski, USP 76752577. 

Intermediate 62 

(2RSV2-rr(l.l-DiTnethvlethvnamino1carbonvn'1.4-piperazin edicarboxvlic acid.l- 

(1.1-dimethvlethvl ester)-2-fphenv]methvi ester) 

2-(lH-Benzotriazol-l-yl)-l,l,3,3-tetramethyluronium tetrafiuoroborate 
(1.16g) was added to a solution containing Intermediate 61 (1.06g), tert-butylamine 
(0.4ml) and diisopropylethylamine (0.6ml) in dimethylformamide (10ml). The 
solution was stirred at room temperature under nitrogen for 2.5h and was then 
diluted with ethyl acetate (250ml), washed with 0.5M hydrochloric acid saturated 
sodium bicarbonate and brine, dried (MgS04) and evaporated in vacuo to a solid 
which was crystallised from hot cyclohexane to give the title compound as fine 
colourless needles (896mg), m.p. 110-111'. 7max (CHBr3) 1686cm-^ (C=0), % 
n.m.r. (DMSO-dg) 6 1.18 (9H), 1.36 (9H), 2.8-3.7 (4H), 3.86 (IH), 4.0-4.5 (2H), 
5.07 (2H). 7.33 (5H) and 7.55 (IH). 
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Intermediate 63 

(3RSV3-[[(M-Dimethv1ethvnamino1carbonv!l-l-piperazinecarboxvlic acid, 
phenylmethyl ester, trifluoroacetic acid salt 

A solution containing Intermediate 62 (919mg) and trifluoroacetic acid (2ml) 
in dichloromethane (25ml) was stirred at room temperature for 6h. The solution 
was evaporated in vacuo to a white solid which was crystallised from 
chloroform/cyclohexane to give the title compound as colourless needles (513mg), 
m.p. 91-92* , Tmax (""J^*) ^^^^ (^^^^ leSScm"^ (C=:0), n.m.n (DMSO-dg) 6 
1.28 (9H), 2.9-3.4 (4H), 3.7-4.1 (2H), 4.27 (IH), 5.12 (2H), 7,36 (5H), 8.38 (IH) 
and 8,9-9.6 (2H). 

Intermediate 64 

r3RS.2*S1-3-rrfl.l-PimethvlethvnaminoTcarbonvn-4-f3-[fri,l- 
dimethvlethoxv')carbonvl]amino]-2-hvdroxvpropvl'|-l-pipera2inecarboxvlic acid, 
phenylmethyl ester 

A solution containing Intermediate 71 (198mg), Intermediate 63 (502mg) 
and diisopropylethylamine (150mg) in ethanol (5ml) was stirred under an 
atmosphere of dry nitrogen at room temperature for 6 days. The mixture was then 
diluted with ethyl acetate (100ml) and the solution washed with brine (50ml), dried 
(MgS04) and evaporated in vacuo to an oil which was purified by chromatography 
on silica gel. Elution with ethyl acetate gave the title compound (340mg) as a pale 
yellow oil, (CHBr3) 3445 (NH), 1692cm-^ (C=0), n.m.r. (DMSO-d^ 8 
1.26 (9H), 1.36 (9H), 2.0 - 2.5 (3H), 2.6 - 3.2 (6H), 3.5 - 4.0 (3H). 4.75 and 4.96 
(IH), 5.09 (2H), 6.68 (IH), 7.35 (5H) and 7.53 (IH). 

Intermediate 65 

[3RS,2*S1-3-[|'(l.l-Dimethvlethvnamino1carbonyn-4-(3-amino-2-hvdroxvpropvn- 
l-piperidinecarboxvlic acid, phenylmethyl ester, trifluoroacetic acid salt 

A solution containing Intermediate 64 (308mg) and trifluoroacetic acid (2ml) 
in dichloromethane (10ml) was stirred at room temerature for 2h and was then 
evaporated to dryness in vacuo . The residual oil was triturated with ether to give 
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the title compound as a white powder (213mg), Tmax 1671cm'^ (C=0), 

1h n.m.r. (DMSO-dg) 6 1.29 (9H), 2.5 - 3.5 (9H), 3.7 - 4.1 {3H). 5.11 {2H), 7.38 
{5H) and 7.8 - 8.3 (4H). 

Intermediate 66 

f2'RVN-f2.3-Dihvdroxvpropvncarfaamic acid, dimethvlethvl ester 

A solution containing (S)-giycidol (5.0ml) in saturated ammoniacal 
isopropanol (1250ml) was stirred at room temperature for 67h and was then 
evaporated in vacuo . The residual oil was dissolved in 1,4-dioxan (250ml) and 
0.5N aqueous sodium hydroxide (250ml) and treated with di-tert- 
butyipyrocarbonate (18.5g) at room temperature for 20h. The mixture was then 
concentrated in vacuo to ca. 200ml and the residue saturated with sodium chloride, 
neutralised to pH 7,0 with 2N hydrochloric acid and then extracted with ethyl 
acetate (2x300ml). The combined organic extracts were dried (MgS04) and 
evaporated in vacuo to give the title compound as a colourless oil, [a]^^ +11.02' 
(c 1.62, methanol), T^ax (CHBr3) 3444 (NH,OH), 1693cm-l (^=0). n.m.r. 
(DMSO-d^) 5 1.36 (9H). 2.92 (2H), 3.45 (IH), 4.49 (IH), 4.66 (IH), and 6.62 
(IH). 

Intermediate 67 

r2*RVN-r2-rrr4-Methvlphenvnsulphonvl] oxv>2-hvdroxvethvncarbamic acid,l,1- 

dimethvlethvl ester 

Asolution containing Intermediate 66 (11.77g) and tosyl chloride (13.14g) in 
pyridine (60ml) was stirred at room temperature for 18h. The solution was then 
diluted with ethyl acetate (1200ml) and washed with 2N hydrochloric acid 
(2x200ml), saturated aqueous sodium bicarbonate (2x200ml) and brine (100ml), 
dried (MgS04) and evaporated in vacuo . The residual oil was purified by 
chromatography on silica gel eluting with 1:1 cyclohexane/ethyl acetate to give the 
title compound as a viscous oil (16.58g), +11.8' (c 2,58, methanol), 

n.m.r. (CDCI3) 5 1.44 (9H), 2.46 (3H), 3.1 - 3.6 (3H), 3.8 - 4.1 (3H). 4.91 (IH), 
7.36 (2H) and 7.80 (2H). 
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Intermediate 68 

f2'RVN-(2-Oxiranvlniethvl)carbamic acid.l.l-dimcthvlethvl ester 

A solution containing Intermediate 67 (14.77g) and sodium methoxide 
(4.62g) in methanol (150m!) was stirred at room temperature for 1.5h and then 
evap>orated to dryness in vacuo . The residual solid was partitioned between ethyl 
acetate (300ml) and water (225ml) and the organic extract washed with brine 
(50ml), dried (MgSO^ and evaporated in vacuo . The residual oil was purified by 
chromatography on silica gel. Elution with 4:1 cyclohexane/ethyl acetate gave the 
title compound as a viscous oil (5.24g), [a]^^ + 12.55 • (c 2.58, methanol), 
n.m.r, (CDCI3) 6 1.43 (9H). 2.60 (IH), 2.80 (IH), 3.1 - 3.4 (2H), 3.55 (IH) and 
3.74 (IH). 

Intermediate 69 

(2*S)-N-(2,3-Dihvdroxvpropvl)carbamic acidJJ-dimethvlethvl ester 

A solution containing (R)-glycidol (1.0ml) in saturated ammoniacal 
isopropanol (250ml) was allowed to stand at room temperature for 2 days and then 
the solvent was evaporated in vacuo . The residual oil was taken up in a mixture of 
1,4-dioxan (50ml) and 0.5N aqueous sodium hydroxide (50ml) and treated with di- 
tert-butylpyrocarbonatc (3.7g) at room temperature for 20h. The mixture was 
concentrated in vacuo to approximately half volume and the aqueous residue 
saturated with sodium chloride, neutralised to pH 7.0 with 2N hydrochloric acid 
and exu-acted with ethyl acetate (3xl50ml). The combined organic extracts were 
dried (MgSO^) and evaporated in vacuo to a colourless oil. The oil was purified by 
chromatography on silica gel eluting with ethyl acetate to give the title compound 
as a colourless oil (2.1g), [o]g^ -12.1 • (c 1.0, CHCI3), Tmax (CHBr3) 3444 
(NH,OH), 1693cm*^ (C=0), % n.m.r. (DMSO-dg) 6 136 (9H), 2.92 (2H), 3.28 
(2HX 3.45 (IH), 4.49 (IH), 4,66 (IH) and 6.62 (IH). 
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f2*SVN-r2-rK4-Methvlphenvl^sulphonvl]oxvl-2-hvdroxvethvll carhamic acid.1,1- 
dimethvlethyl ester 

A solution containing Intermediate 69 (257mg) and tosylchloride (286mg) in 
pyridine (5ml) was stirred at room temperature for 3h. The solution was then 
diluted with ethyl acetate (100ml) and washed with 0.5N hydrochloric acid 
(2x50ml), saturated aqueous sodium bicarbonate (3x50ml) and brine (50ml), dried 
(MgS04) and then solvent was evaporated in vacuo . The residual oil was purified 
by chromatography on silica gel eluting with 1:1 ethyl acetate/cyclohexane to give 
the title compound as a colourless oil (289mg), Tmax (^^^^''3) ^^^^ ^^^^ 
(OO), 1366cm-l (S=0), n,m.r. (DMSO-dg) 6 1.32 (9H), 2.41 (3H). 2.88 (2H), 
3.36 (IH). 3.64 (IH), 3.76 (IH). 3.95 (IH), 6.80 (IH), 7.46 (2H) and 7.79 (2H). 

Intermediate 71 

r2'SVN-a-0xiranvlmethvncarbamic acid.l.l-dimethvlethyl ester 

A solution containing Intermediate 70 (229mg) and sodium methoxide 
(56mg) in methanol (5ml) was stirred at room temperature for 3h and was then 
evaporated to dryness in vacuo . The residual solid was partitioned between ethyl 
acetate (100ml) and water (50ml) and the organic extract was washed with 
saturated aqueous sodium bicarbonate and brine, dried (MgSO^) and evaporated in 
vacuo to a colourless syrup. This was purified by chromatography on silica gel 
eluting with 7:3 cyclohexane/ethyl acetate to give the title compound as a 
colourless oil (86mg), [a]g^ -14.2' (c 1.01, methanol), 7max (CHBr3) 3443 (NH). 
1706 (C=0), 1250cm-^ (epoxide), n.m.r. (DMSO-dg) 6 1.38 (9H), 2.4-2,6 
(IH+DMSO), 2.66 (IHX 2,9-3^ (3H) and 7.00 (IH). 

Example 1 

[•2R-|'2«rR*V4gfR*^ll-5.5-Dimethvl-a-r(phcnvlacetvnaminol-N -phenvlmethvl'4- 
fr[1-r2-phenv]-l-hvdroxvmethvnethvl]amino1carbonvl1-2-thia2olidineacetamide 

A stirred solution of [2R-[2a(R*).4P]]-5.5-dimethyl-2-[2-oxo-l - 
[(phenylacetyl)amino]-2-[(phenylmethyl)amino]ethyl]-4-thia2olidinecarboxylic 
acid (883mg) and l-hydroxybenzotriazole monohydrate (337mg) in tetrahydrofuran 
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(15ml) and dimethylformamide (40ml) was treated with a solution of (R)- 
phenylalaninol (303mg) in dimethylformamide (2ml) followed by N,N- 
dicyclohexylcarbodiimide (454mg) and the mixture was stirred at 20* for 5V2 
houis. The tctrahydrofiiran was removed in vacuo and the suspension obtained was 
filtered. The filtrate was partitioned between ethyl acetate (50ml) and water 
(160ml). The organic phase was washed successively with water, 2N hydrochloric 
acid, water and saturated brine. The dried (MgS04) solution was evaporated to a 
white solid which was chromatographed on silica gel (Merck 9385, 80g). Elution 
with chloroform : methanol mixtures varying from 50:1 to 40:1 gave a product as a 
white powder which crystallised from dichloromethane/ di-isopropyl ether to afford 
the title compound as a white solid (250mg), mp. 83-86 • . [a]^^ +87.8 • (C=1.02 
in MeOH), n.m.r. (DMSO-d^) 6 1.05 (3H), 1.50 (3H). 2.78 (2H), 3.45 (IH), 
3.50 (2H), 3.75 (IH), 4.00 (IH), 4.25 (2H), 4.40 (2H), 4.80 (IH), 4.90 (IH), 7.10- 
7.30 (15H), 7.70 (IH), 8.30 (IH), 8.50 (IH). 

Example 2 

r2R-f2arR*).4g11-5.5-Dimethvl-a-rfphenvlacetvnaminol-N-phenvlmethvl-4-rfl- 
rHhYdroxvmethvnpentvl]amino]carbonvl]-2-thiazolidineacetamide 

(±)-2-Amino-l-hexanol (175^1) was added to a solution of 2-(lH- 
benzotriazol-l-yl)-l,l,3,3-tetramethyiuronium tetrafluoroborate (0.44g), [2R- 
[2ot(R*),4P]]-5,5-dimethyI-2-[2-oxo-l-[(phenylacetyl)amiDo]-2- 
[(phcnylmcthyl)amino]ethyl]-4-thia2olidinecarboxylic acid (0.6g) and 
diisopropylethylamine (0.26^1) in dimethylformamide (12ml) under nitrogen. 
After stirring at room temperature for 17h the reaction mixture was partititoned 
between ethyl acetate and water. The aqueous layer was extracted with ethyl 
acetate and the combined extracts washed with IN-hydrochloric acid, saturated 
sodium bicarbonate solution and brine. The ethyl acetate solution was dried 
(MgSO^) and the solvent evaporated in vacuo to leave a white foam, which was 
purified by silica gel column chromatography using chloroform/methanot 40:1 to 
30:1 as eluant to give the title compound (0-24g), mp. 155-159^, [o]^^ = +48.5* 
(C=0.87 in methanol), ^H n.m.r. (DMSO-dg) 6 0,95 (3H), 1.25 (3H). 1.58 (3H), 
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1.8-1.2 (6H), 3.7-33 (5H), 4.0-3.7 (2H), 4.6-4.2 {3H), 4.75 (IH), 5.00 (IH). 7.4-7.1 
(lOH), 7.70 (IH), 8.41 and 8.52 (each IH). 

Examples 

r2R-r2a(R*).4flfR*)n-5.5-Dimethvl-g-[rphenviacctvnamino]'N-ethvl-4-rrr3-f2- 
phenvl-l-hvdroxvmethvnethv]1amino'|carbonvn-2-thiazolidincacctamide 

A solution of N,N-dicyclohexylcarbodiimide (150mg) in dimethylformanaide 
(1ml) was added to a stirred solution of Intermediate 8 (0.25g), (R)-phenylalaninol 
(lOOmg) and l-hydroxybcnzotriazole hydrate (lllmg) in dimethylformamidc 
(1.5m]). After 6 hours the resulting mixture was filtered and the filtrate was 
partitioned between water and ethyl acetate. The aqueous phase was extracted with 
ethyl acetate and the combined organic phases were dried over magnesium sulphate 
and then evaporated to a syrup. Purification by chromatography on silica-gel, with 
elution by mixtures of ethyl acetate and methanol (1:0 to 20:1) gave the title 
comtx)und as a white foam (177mg, [a]^^ +97' (c 0.99, methanol);Vjjjax (CHBr3) 
3393 + 3321 (NH, OH), 1651 (C=0). 1517cm'^ (NH); n.m.r. (DMSO-dg) 5 
0.98 (3H), 1.05 (3H). 1.47 (3H); 2.9-2.6 (2H), 3.04 (2H), 3.4-3.2 (2H), 3.42 (IH), 
3.50 (2H), 3.75 (IH), 4,05-3.9 (IH), 4.28 (IH), 4.9-4.7 (2H), 7.32-7.1 (lOH), 7.68 
(IH). 7.96 (IH), 8.26 (IH), 

Example 4 

r2R-r2tt(R*^.4flrR*)11-5.5-Dimethvl-a-|'[r4-fluQrophenvnacetvl]amino1- N-(2- 
pvridinvlmethvlV4-rr[l-(2-phenvl-l-hvdroxvmethvnethvl]amino]carbonvl)-2- 
thiazolidineacetamide 

To a stirred solution of Intermediate 7 (0.78g) in dimethylformamidc (Ural) 
was added (R)-phenylalaninol (0.257g), diisopropylethylamine (326*il) and 2-(lH- 
benzotria2ol-l-yl)-l,1.3,3-tetramethyluronium tetrafluoroborate (0.6g). After 
stirring at room temperature for 17h the reaction mixture was partitioned between 
ethyl acetate and water. The aqueous phase was extracted with ethyl acetate and 
the combined organic layers washed with IN-hydrochloric acid. The acid extract 
was then adjusted to pH 8.0 with potassium carbonate and re-extracted with ethyl 
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acetate. The organic extract was dried (MgS04) and the solvent evaporated in 
vacuo to leave a yellow oil (0.74g). Purification by silica gel column 
chromatography using dichloromethane/methanol 30:1 to 10:1 as eluant gave the 
title compound (0.2g), mp. 77-80", [a]^^ = -70.5' (C=0.78 in methanol), 
n.m.r. (DMSO-dg) 6 1.05 (3H), 1.50 (3H), 3.0-2.6 (2HX 3.54 (IH), 3.7-3.3 (4H), 
3.80 (IH) and 4.04 (IH). 

Example 5 

^2R-^2or(R*V 4gm^RM^^5.5-Dimethvl-a-rrphcnvlacetvnamino^-N-phenvlmethv^ 
4-rrri 'f 2>hvdroxv-4-n - f 2-meth vlpropvnaminon-4-oxo-l - 
(phenvlmethv0butvl)aminolcarbonvn-2'thia2olidineacetamide 

3.3M Hydrogen chloride in 1,4-dioxan (3ml) was added to a solution of 
Intermediate 5 (0.2g) in 1,4-dioxan (4ml) at room temperature. After 2.5h the 
solvent was evaporated in vacuo to give the hydrochloride salt. The salt was 
dissolved in dimethyl formamide (4ml) and diisopropylethylamine (400^1), [2R- 
[2a(R*),4/J]]-5,5-dimethyl-2-[2-oxo-l-[(phenylacetyl)amino]-2- 
[(phenylmethyl)amino]ethyl]-4-thia2olidinecarboxylic acid and 2-(lH- 
bcn20tria2ol-l-yl)-l,1.3,3-tetramethyluronium tetrafiuoroborate (0.19g) added. 
After stirring at room temperature for 16h the reaction mixture was partitioned 
between ethyl acetate and water. The aqueous layer was extracted with ethyl 
acetate and the combined organic layers washed with IN hydrochloric acid, 
saturated sodium hydrogen carbonate solution and brine. The solution was dried 
(MgS04) and the solvent evaporated in vacuo to give a brown solid (0.46g). 
Purification by silica gel column chromatography using chloroform/mcthanol 50:1 
to 30:1 as eluant gave the title compound (0.1 6g), mp. 176-178* , [a]^^ = +86.0* 
(C=0.44 in DMSO), n.m.r. (DMSO-dg) £ 0.68 (6H), 1.08 (3H), 1.50 (3H), 1.62 
(IH), 2.4-2.0 (2H), 3.0-2.5 (4H), 3.7-3.4 (3H), 4.1-3.8 (3H). 4.4-4.1 (2H), 4.45 
(IH), 4.86 (IH), 5.22 (IH), 7.4-7.1 (15H), 7.58 (IH), 8.33 (IH), 7.75 (IH) and 8.50 
(IH). 



Example 6 
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[2R-r2ttrR*).4flfR*,R*)11'5.5-Dimcthvl-a-ffphenviacetvnamino ]-N-phenvlmethvl- 
4- f('l-r3-raminocarbonvlV2-hvdroxv-]-rphenvlme thvnpropvnaminolcarbonvll-2- 

thiazolidineacetamide 

3M-Hydrogen chloride in 1,4-dioxan (2.5ml) was added to Intermediate 12 
(O.lSg) in 1,4-dioxan (20inl) at room temperature. The solution was stirred for 15h 
and the solvent then removed in vacuo to afford a white solid. This was dissolved 
in dimethylformamide (4ml) and diisopropylethylamine (114*£l), [2R- 
[2a(R*).4i3]]-5,5-dimethyl-2-[2-oxo-l-[(phenylacetyl)amino]-2- 
[(phcnylmethyl)amino] ethyl]-4-thiazoIidinecarboxylic acid (0.17g) and 2-(lH- 
ben20tria2ol-l-yl)-lJ,3,3-tetramethyluronium tetrafiuoroborate (0.14g) added. 
After stirring at room temperature for 17h the reaction mixture was partitioned 
between ethyl acetate and water. The ethyl acetate layer was separated, washed 
with saturated sodium hydrogen carbonate solution and dried (MgS04). The 
solvent was evaporated in vacuo to low volume and then cooled to 4' to give 
crystals. Recrystallisation from ethyl acetate afforded the title compound (45mg), 
mp. 167-168\ = +90.0' (00.25 in DMSO), n.m.r. (DMSO-dg) 6 1.05 

(3H), 1.50 (3H), 2.3-2.0 (2H), 5.0-2.6 (2H). 3.7-3.3 (3H), 4.5-3.8 6H). 4.86 (IH), 
5.26 (IH), 6.84 (IH), 7.4-7.2 (16H), 7.60 (IH), 8.35 (IH) and 8.53 (IH). 

Example 7 

r2R-r2arR*V4flfR*.R*)11-5.5-Dimethvl-a-frphenvlacetvnamino ]-N-phenvlmethvl- 
4-frri-r2-hvdroxv-4-f[flH-benzimida2ol-2-vn methvll amino1-4-oxo-] - 
rDhenvlmethvmbutvnamino]carbonv!l-2-thiazolidi neacetamide 

3.2M hydrogen chloride in 1,4-dioxan (5ml) was added to a solution of 
Intermediate 4 (0.2g) in 2:1 methanol : chloroform (20ml). The mixture was stirred 
at room temperature for 18h and the solvent then evaporated in vacuo to give the 
amine hydrochloride as a yellow solid. The amine hydrochloride was dissolved in 
dimethylformamide (5ml) and diisopropylethylamine (131;il), [2R-[2a(R*),4/J]]- 
5,5-dimethyl-2-[2-oxo-l-[phenylacetyl)amino]-2-[(phenyimethyl)amino]ethyl)-4- 
thiazolidinecarboxylic acid (0.2g) and 2-(lH-benzotriazoI-l-yl)-l, 1,3.3- 
teiramethyiuronium tetrafiuoroborate (0.1 5g) added. After stirring at room 
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tempcrature for 18h the reaction mixture was partitioned between ethyl acetate and 
water. The organic phase was washed with saturated sodium hydrogen carbonate 
solution and brine, dried (MgSO^) and the solvent evaporated in vacuo to give a 
yellow oil. Purification by silica gel chromatography using chloroform/methanol 
(50:1) as eluant afforded the title compound (0.1 7g) as a white solid, mp. 136- 
139' , [o]^^ = +82,4 • (C=0.51 in methanol), n.m.r. (DMSO-dg) 6 1.09 (3H), 
1.53 (3H), 2.1-2.45 (2H), 2.73 (IH), 2.92 (IH). 3.6-3.35 (3H), 4.6-3.8 (8H), 4.88 
(IH), 5.48 (IH), 7.45 (2H), 7.35-7.1 (17H). 7.75 (IH), 8.40 (IH) and 8.52 (2H). 

Example 8 

[2R-r2ttrR*\4gfR*,R*)'|'|-5.5-Dimethvl-tf-f(phenvlacetvl)amino1-N-phenvlmethvl- 
4-frri-[2-hvdroxv-4-[(phenylmethvMaminol-4-oxo-l- 
(phenvlmethvl)lbutvllamino1carbonvl'|-2-thiazolidineacetamide 

3.2M Hydrogen chloride in 1,4-dioxan (3ml) was added to a solution of 
Intermediate 3 (0.2g) in 1.4-dioxan (3ml). The mixture was stirred at room 
temperature for 3h and the solvent then evaporated in vacuo to give the amine 
hydrochloride as a yellow foam. The amine hydrochloride was dissolved in 
dimethylformamide (5ml) and diisopropylethylamine (193^1), [2R-[2flf(R*),4^]]- 
5,5-dimethyl-2-[2-oxo-l-[(phcnyiacetyl)amino]-2-[(phenylmethyl)amino]ethyl]-4- 
thiazolidinecarboxylic acid (0.24g) and 2-(lH-benzotriazol-l-yl)-l, 1,3,3- 
tetramethyluronium tetrafluoroborate (0.1 6g) added. After stirring at room 
temperature for 18h the reaction mixture was partitioned between ethyl acetate and 
water. The organic phase was washed with 2N-hydrochloric acid saturated sodium 
hydrogen carbonate solution and brine, dried (MgS04) and the solvent evaporated 
in vacuo to a brown oil. Purification by flash silica column chromatography using 
chloroform/methanol (50:1) as eluant gave the title comT>ound (0.12g) as a solid, 
mp. 98-101 ' , [a]^^ = +80.4" (C=0.51 in methanol), ^H n.m.r. (DMSO-dg) 5 1.09 
(3H), 1.53 (3H), 2.1-2.45 (2H), 3.0-2.5 (2H), 3.6-3.35 (3H), 4.6-3,8 (8H), 4.88 
(IH), 5.32 (IH), 7.45-7.1 (15H), 7.68 (IH), 8.38 (2H) and 8.58 (IH). 



Example 9 
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r2R-r2grR*V4flrR'^.RMn-5-5-Dimethvl-a-frfl.r-biphe nvn-2-vlcarbonvnaminol- 
N-ethvl-4-rr[l-f2-hvdroxv>4-ri-r2- methvipropvi) amino1-4>oxo-l - 
rphenvlmethvl^]butvnaminQ]carbonvn-2 -thia2Qlidineacetamtde 

3.3M Hydrogen chloride in 1,4-dioxan (15ml) was added to a solution of 
Intermediate 5 (1.08g) in l,4.dioxan (20ml) at room temperature. After 2.5h the 
solvent was evaporated in vacuo to give the hydrochloride salt. A portion of the 
hydrochloride salt (0.3g) was dissolved in dimethylformamide (lOmI) and 
diisopropylethylamine (364mI), Intermediate 10 and 2-(lH-benzotriazol.l-yl)- 
1,1,3,3-tetramethyluronium tetrafluoroborate (0.35g) added. After stirring at room 
temperature for 18h the reaction mixture was partitioned between ethyl acetate and 
water. The aqueous layer was extracted with ethyl acetate and the combined 
organic layers washed with IN-hydrochloric acid, saturated sodium hydrogen 
carbonate solution and brine. The solution was dried (MgS04) and the solvent 
evaporated in vacuo to give a yellow solid. Purification by silica gel column 
chromatography using chloroform/methanol 40:1 as eiuant gave a solid which was 
recrystallised from chloroform/methanol (1:1) by the addition of ether to give the 
title comtx)und (O.llg). mp. 223-225% [a]^^ = +66,r (C=1.05 in methanol). 
n.m.r. (DMSO-dg) 5 0.68 (6H), 1.0 (3H), 1.09 (3H), 1.52 (3H), 1.7-1.4 (IH), 2.4- 
2.0 (2H). 3.2-2.5 (6H), 3.56 (IH), 4.1-3.8 (3H). 4.35 (IH), 4.80 (IH), 5.30 (IH), 
8.40 (IH), 7.9-7.7 (3H) and 7.6-7.1 (14H). 



Example 10 

f2R-r2grR*V4gfR*.R*'t11-5,5-Dimethvl-g-rrph envlacetvnaminoVN-f4- 
fdimethvlaminophenvnmethvn-4- rr[1'r2-hvdroxv-4-ri-(2-methylpropvl)amino1-4- 
oxo-l-fphenvlmethvnibutvnamino1carbonv l>2-thiazolidineacetamide 

33M Hydrogen chloride in 1,4-dioxan (15ml) was added to a solution of 
Intermediate 5 (l.OSg) in i,4-dioxan (20ml) at room temperature. After 2.5h the 
solvent was evaporated in vacuo to give the hydrochloride salt. A portion of the 
hydrochloride salt (0.33g) was dissolved in dimethylformamide (10ml) and 
diisopropylethylamine (405^1), Intermediate 9 and 2-(lH.benzotriazol-l.yl)- 
1,1.3,3-tetramethyiuronium tetrafluoroborate (0.39g) added. After stirring at room 



93/01174 



PCT/EPW/OMW 



-59- 

temperature for 16h the reaction mixture was partitioned between ethyl acetate and 
water. The aqueous layer was extracted with ethyl acetate and the combined 
organic layers washed with IN-hydrochlcric acid, saturated sodiuni hydrogen 
carbonate solution and brine. The acid extract was basified to pH8 with potassium 
hydrogen carbonate to give a white solid which was removed by filtration. The 
white solid was purified by silica gel chromatography using chloroform/methanol 
40:1 as eluant to give the title compound (0.5g) as a white solid mp. 119-121 *, 
[«1d^ = +60.4* (O0.61 in CHCij), IH n.m.r. (DMSO-dg) 6 0.82 (6H), 1.05(3H), 
1.50 (3H), 1.7-1.5 (IH), 2.3-2.1 (2H), 3.0-2.5 (4H), 2.85 (6H), 3.6-3.2 (3H), 4.3-3.7 
(5H), 4.43 (IH), 4.85 (IH), 5.26 (IH), 6.65 (2H), 7.03 (2H). 7.4-7.1 (lOH), 7.60 
(IH), 7.80 (IH) and 8.35 (2H). 

Example 11 

r2R-r2afR*>.4g(2'S*.3''S*,4a*'S*.8a*'R*)1V5.5-Dimethvl-of- 

[rphenvlacetvnaminol-N-phenvlmethvl-4-rrr2-hvdrox v-3-r3-rrri.l- 

dimethvlethvlamino'|carbonYll-decahvdro-2-isoquinolinvnpr opvnaminol 

carbonvn-2-thiazolidineacetamide 

Intermediate 15 (89mg; Isomer 2)in 1,4-dioxan (3ml) was stirred for 20h 

with 3.3M hydrogen chloride in 1,4-dioxan (Iml). The solvent was evaporated in 

vacuo to leave a white solid which was dissolved in dry dimethylformamidc (3ml) 

and diisopropylethylamine (113m1), [2R-(2a(R*),4P)]-5,5-dimethyI-2-[2-oxo-l- 

[(phenylacetyl)amino]-2-[(phenylmethyl)amino]ethyl]-4-thiazolidinecarboxylic 

acid (0.095g) and 2-(lH-benzotria2ol-l-yl)-l,l,3,3-tetramethyluronium 

tetrafluoroborate (0.076g) added. After stirring at room temperature for 17h the 

reaction mixture was partitioned between ethyl acetate and water. The aqueous 

layer was extracted with ethyl acetate and the combined organic extracts washed 

with saturated sodium hydrogen carbonate solution and brine, dried (MgS04) and 

evaporated in vacuo to an orange oil. Purification by silica gel column 

chromatography (Merck 9385, 26g) using chloroform/methanol (50:1) as eluant 

20 

gave the title compound (50mg) as a white solid, mp. 115-120' (softens), [a]^ - 
-4.55 (C=0.88 in MeOH), ^H n.m.r. (DMSO-dg) 6 1.6-2.0 (2H), 1.15 (3H), 1.28 
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(9H), 1.58 (3H), 2.05 (2H), 2.2-2,7 (2H), 2.7-3.0 (2H), 3.4-3.8 (3H). 3.55 (2H), 
3.95 (IH), 4.1-4.5 (3H), 4.72 (IH), 7.1-7.4 (IIH). 7.98 (IH), 8.3-8.55 (2H). 

Example 12 

[2R-r2gfR*V4flrS*.R*.S*^1>5.5-Diniethvl-a-frDhenvlace tvl^amino1-N- 
phenvimethvl-4>[fr2-hvdroxv-3-[2-frri,3- dimethvlethvnaminol carbonyll 
piperidin-l-vl]propvnamino]carfaonvl]-2-thiazoIid ineacetamide 

Intermediate 17 (129mg; Isomer 2) in 1,4-dioxan {5ml) was stirred for 20h 
under nitrogen with 3.3M hydrogen chloride in 1,4-dioxan (2.3ml). The mixture 
was concentrated to a while solid and re-dissoived in dry dimethylformamide 
(5ml). The solution was stirred and treated with N-ethyldiisopropyiamine 
(0.19ml), 2-(lH-benzotriazol-l-yI)-l,l,3,3-tetramethyiuronium tetrafluoroborate 
(127mg)and [2R-(2a(R*).4^)]-5,5-dimethyl-2-[2-oxo-l-[(phenylacetyl)amino]-2- 
[(phenylmethyl)amino]elhyl]-4-thiazolidine carboxylic acid (160mg) for 20h under 
nitrogen at room temperature. Water (lOmI) was then added and the solution 
extracted with ethyl acetate (3 x 10ml). The combined organic fractions were then 
washed with saturated sodium hydrogen carbonate (10ml) and saturated sodium 
chloride solution (10ml), dried and evaporated to a yellow foam. This was purified 
by column chromatography on silica gel (Merck 9385, 65g) using chloroform : 
methanol (30:1) to give the title comtx)und as a white solid (112mg), mp. 90-105 * 
(softens), Hd+18.75' (c 0.96 inMeOH), n.m.r. (DMSO-dg) 6 1.1-1.7 (6H), 

1.24 (9H), 1.18 (3H), 1.50 (3H), 1.98 (IH), 2.14 (IH), 2.38 (IH), Z58 (IH), 3.10 
(2H), 3.51 (IH), 3.50 (2H), 3.68 (IH), 4.25 (2H), 4.42 (IH), 4.80 (IH), 4.90 (IH), 

7.25 (11H),7.97 

Example 13 

[2R-r2arR*V4flfR*.R*.R*MV5.5-Dime thvl-4-rrr2-hvdroxv-4-oxo-4-fl- 
(hvdroxvmethvn-2-phenvlethvll-1-rphe nvlmethvl)butvnaminolcarbonYlVg- 
frphenvlacetvnaminol-N-(phenvlmethvl )-2-thiazolidineacetamide 

3M Hydrogen chloride in 1,4-dioxan (3ml) was added to a solution of 
Intermediate 18 (200mg) in 1,4-dioxan (3ml) at room temperature. After 2h the 
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solvent was evaporated in vacuo to give the hydrochloride salt. The salt was 
dissolved in dimethylformamide (5ml) and diisopropylethylamine (183^1), 
[2a(R*),4^]]-5,5-diraethyl-2-[2-oxo-l-[(phenylacetyl)amino]-2- 
[(phenylmethyl)amino]ethyl]-4-thia2olidinecarboxyiic acid (232n3g) and 2-(lH- 
ben2otria2ol-l-yl)-l,l,3,3-tetramethyluronium tetrafluoroborate (156mg)were 
added sequentially. After stirring at room temperature for 16h the reaction mixture 
was partitioned between ethyl acetate and water. The aqueous layer was extracted 
with ethyl acetate and the combined organic layers washed with 2N hydrochloric 
acid, saturated sodium hydrogen carbonate solution and brine. The solution was 
dried (MgSO^) and the solvent evaporated in vacuo to give a yellow oil. 
Purification by silica gel column chromatography using chloroform : methanol 
40:1 as eluant gave the title compound (183mg), mp. 1 01-104 * , softens [a]^^ 
63.8' (c 0.58, methanol), n.m.r. (DMSOg) 6 1.08 (3H), 1.49 (3H). 1.9-2.3 
(2H), 2.3-3.0 (4H), 3.5-3.65 (3H), 3.7-4.1 (4H), 4.1-4.5 (2H), 4.43 (IH), 4.72 (IH), 
4.86 (IH). 5.17 (IH), 7.1-7.35 (20H), 7.60 (IH), 7.68 (IH), 8.29 (IH) and 8.48 
(IH). 

Example 14 

f2R-f2a(R*V4gfR*.R*.R*^n-5,5-Dimethvl-4-rrf2-hvdroxv-4-oxo-4-ri- 
(hvdroxvmethvlV2-phenvlethvlM-fphenvlmethvnbutvnamino1carbonvn-a- 
[rphenvlacetvl)amino1-N-rphenvlmethvn'2-thiazolidineacetamide 

3M Hydrogen chloride in 1,4-dioxan (3ml) was added to a solution of 
Intermediate 19 (ISOrag) in 1,4-dioxan (2ml) at room temperature. After 2h the 
solvent was evaporated in vacuo to give the hydrochloride salt. The salt was 
dissolved in dimethylformamide (5ml) and diisopropylethylamine (130^1), [2R- 
[2a(R*),4^]]-5,5,dimethyI-2-[2-oxo-l-[(phenylacetyl)amino]-2- 
[(phenylraethyl)amino]ethyl]-4-thiazolidinecarboxylic acid (165mg) and 2-(lH- 
benzotriazol-l-yl)-l,l,3,3-teUamethyluronium tetrafluoroborate (llOmg) were 
added sequentially. After stirring at room temperature for 16h the reaction mixture 
was partitioned between ethyl acetate and water. The aqueous layer was extracted 
with ethyl acetate and the combined organic layers washed with 2N hydrochloric 
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acid, saturated sodium hydrogen carbonate solution and brine. The solution was 

dried (MgS04) and the solvent evaporated in vacuo to give a yellow oil. 

Purification by silica gel column chromatography using chloroform : methanol 

23 

(40:1) as eluant gave the title compound (143mg), mp. 98-102" softens, [o(]q 
+95.2- (c 0.63, methanol), n.m.r. (DMSOg) 5 1.08 {3H), 1.49 (3H), 2.0-2.2 
(2H), 2.4-3.0 (4H), 3.4-3.7 (3H), 3.86 (3H), 4.02 (IH), 4.1-4.5 (2H). 4.43 (IH), 
4.69 (IH), 4.86 (IH), 5.17 (IH), 7.1-7.4 (20H), 7.5-7.7 (2H), 8.29 (IH) and 8.48 
(IH). 

Example 15 

[2R-r2«(RM.4grR*.R*.SM11-4-rrr2-Hvdroxv-4-rff(2-hvdroxy-l- 
phenvnethvnamino1carbonvn-l-Cphenvlmethvn -butvnamino]carbonvn-5,5- 
dimethvl-g-r(phenvlacetvnamino1-N-(^phenvlmethv n-2-thiazoIidineacetamide 

3M Hydrogen chloride in 1,4-dioxan (3ml) was added to a solution of 
Intermediate 20 (200mg) in 1,4-dioxan (4ml) at room temperature. After 2h the 
solvent was evaporated in vacuo to give the hydrochloride salt. The salt was 
dissoved in dimethylformamide (5ml) and diisopropylethyiamine (189mI), [2R- 
[2a(R*),4 0]]-5,5-dimethyl-2-[2-oxo-l-[(phenylacelyl)amino]-2- 
[(phenylmethyl)amino]ethyl]-4-thiazoUdinecarboxylic acid (240mg) and 2-(lH- 
benzotria20l-l-yl)-l,l,3,3-tetramethyluronium tetrafluoroborate (160mg) were 
added sequentially. After stirring at room temperature for 17h the reaction mixture 
was partitioned between ethyl acetate and water. The aqueous layer was extracted 
with ethyl acetate and the combined organic layers washed with 2N hydrochloric 
acid, saturated sodium hydrogen carbonate solution and brine. The solution was 
dried (MgS04) and the solution evaporated in vacuo to give a yellow oil. 
Purification by silica gel column chromatography using chloroform : methanol 
(40:1) as eluant gave the title compound (142mg), mp. 110-114' , [a]^, +87.1 ' (c 
0.62, methanol), ^H n.m.r. (DMSOg) 6 1.06 (3H), 1.49 (3H), 2.1-2.4 (2H), 2.6- 
2.95 (2H), 3.4-3.65 (5H). 3.7-4.0 (2H), 4.02 (IH), 4.1-4.5 (2H). 4.42 (IH), 4.7-5.0 
(3HX 5.21 (IH). 7.1-7.4 (20H), 7.62 (IH), 8.20 (IH). 8.30 (IH) and 8.50 (IH). 
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Example 16 

f2R-r2ttfRM.4fl(RVR\R*)11-4-rrf2-Hvdroxv-4-rrr(2-hvdroxv-l- 
phenvnethvnaminolcarbonvl)-l-(phenvlmethvl)butvl]amino]carbonvl]-5,5- 
dimethvl-cr-[(phenvlacetvl>aniinoVN-(phenvlme(hvlV2-thia2olidineacetamidc 

3M Hydrogen chloride in 1,4-dioxan (3ml) was added to a solution of 
Intermediate 21 (165mg) in 1,4-dioxan (4ml) at room temperature. After 2h the 
solvent was evaporated in vacuo to give the hydrochloride salt. The salt was 
dissolved in dimethylformamide (5ml) and diisopropylethylamine (156m1)» [2R- 
[2a(R*).4/J]]-5,5-dimethyl-2-[2-oxo-l-[(phenylacetyl)amino]-2- 
[(phenylmethyl)amino]ethyl]-4-thiazolidinecarboxylic acid (198mg) and 2-(lH- 
benzotria2ol-l-yl)-l,l,3,3-tetramethyluronium tetrafluoroborate (132mg) were 
added sequentially. After stirring at room temperature for 17h the reaction mixture 
was partitioned between ethyl acetate and water. The aqueous layer was extracted 
with ethyl acetate and the combined organic layers washed with 2N hydrochloric 
acid, saturated sodium hydrogen carbonate solution and brine. The solution was 
dried (MgS04) and the solvent evaporated in vacuo to give a yellow oil. 
Purification by silica gel column chromatography using chloroform : methanol 
(40:1) as cluant gave the title compound (I23mg), mp. 114-117* , [a]§^ +48.0' (c 
0.52, methanol), n.m.r. (DMSOg) 6 1.08 (3H), 1.50 (3H), 2.1-2.4 (2H), 2.6-3.0 
(2H), 3.4-3.7 (5H), 3.8-4.0 (2H), 4.05 (IH), 4.1-4.4 (2H), 4.45 (IH), 4.7-5.0 (3H), 
5.21 (IH), 7.1-7.4 (20H), 7.61 (IH), 8.14 (IH), 8.32 (IH) and 8.50 (IH). 

Example 17 

[2R-f2QffR*V4grR*,R*)]]-4-[[[4-[(13-Dihvdroxvpropvnamino]-2-hvdroxv-4-oxo- 
l-(phenYlmcthvnbutvllaminolcarbonvl]-5,5-dimethvl-g-f(phenvlacetvnaminol-N- 
fphenvlmethvIV2-thiazolidineacetamide 

3M Hydrogen chloride in 1,4-dioxan (4ml) was added to a solution of 
Intermediate 22 (210mg) in 1,4-dioxan (lOml) at room temperature. After 4.5h the 
solvent was evaporated in vacuo to give the hydrochloride salt. The salt was 
dissolved in dimethylformamide (5ml) and diisopropylethylamine (145m1), [2R- 
[2a(R*).4/3]]-5,5-diraethyI-2-[2-oxo-l-[(phenylacetyl)amino]-2- 
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[(phenylmethyI)amino]ethyI]-4-thia2oIidinecarboxyIic acid (235mg) and 2-(lH- 
ben20triazol-l-yl)-l,l,3,3-tetran)ethyluronium teirafluoroborate (188nig) were 
added sequentially. After stirring at room temperature for 1.5h the reaction mixture 
was partitioned between ethyl acetate and water. The aqueous layer was extracted 
with ethyl acetate and the combined organic layers washed with IN hydrochloric 
acid, saturated sodium hydrogen carbonate solution and brine. The solution was 
dried (MgS04) and the solvent evaporated in vacuo to give a yellow solid 
(303mg). Purification by silica gel column chromatography using chloroform : 
methanol (40:1 to 10:1) as cluant gave the title compound (61mg). mp. 94-96 ' , 
[a]P +89.4' (c l.a methanol), n.m.r. (DMSO^) 6 1.08 (3H), 1.50 (3H), 2.0- 
2.4 (2H), 2.55-3.1 (3H), 3.1-3.7 (7H), 3.7-4.1 (3H), 4.1-4.6 (4H), 4.68 (IH), 4.87 
(IH), 5.21 (IH), 7.1-7.4 (15H), 7.60 (IH), 7.74 (IH), 8.30 (IH) and 8.48 (IH). 

Example 18 

[2R-[2ttrR*).4grS*.S'l]-4-[ff2-Hvdroxv-4-rr3-hvdroxvpropvnaminol-4-oxo-]- 
rphenvlmethvnbutvnamino]carbonvl)-5.5-dimethvl-tt-rfphenvlacetvnamino1-N- 
(phenvimethvlV2-thia20lidineaGetamide 

8M Hydrogen chloride in 1,4-dioxan (2ml) was added to a solution of 
Intermediate 23 (228mg) in 1,4-dioxan (10ml) at room temperature. After 3h the 
solvent was evaporated in vacuo to give the hydrochloride salt. The salt was 
dissolved in dimethylformamide (lOml) and diisopropylamine (221^1), [2R- 
[2a(R*),4/3]]-5,5-dimethyl-2-[2-oxo-] -[(phenylacetyl)amino]-2- 
[(phe^ylmethyl)amino]ethyI]-4-thiazolidinccarboxylic acid (267mg) and 2-(lH- 
ben20triazol-l-yl)-l,l,3,3-tetramethyluronium tetrafluoroborate (213mg) were 
added. After stirring at room temperature for Ih the reaction mixture was 
partitioned between ethyl acetate and water. The aqueous layer was extracted with 
ethyl acetate and the combined organic layers washed with IN hydrochloric acid, 
saturated sodium hydrogen carbonate solution and brine. The solution was dried 
(MgS04) and the solvent evaporated in vacuo to give a yellow oil. Purification by 
silica gel column chomatography using chloroform : methanol (40:1 ) as eluant 
gave the title compound (llOmg), mp. 97-101 * , [a]0^ +85.9' fc 1.1. methanol). 
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n.m.r. (DMSO^ 6 1.08 (3H), 1.4-1.6 (2H), 1.50 (3H), 2.0-2.3 (2H), 2.55-2.95 
(2H), 2.95-3.2 (2H), 3.2-3.4 (2H), 3.45-3.65 {3H), 3.8-4,1 (3H), 4,1-4.5 (4H), 4.88 
(IH), 5,20 (IH), 7.1-7.3 (15H), 7.58 (IH), 7.75 (IH), 8.31 (IH) and 8.49 (IH). 

Example 19 

r2R-f2c^(R*\4i5rR*,R*1]l-4-frr2-Hvdroxv-4-[r2-nH-imida2ol-2-vnethvllaminol-4- 
oxo-l-(phenvlmethvnbutvnamino1carbonvn-5,5-dimethvNa- 
[('phenvlacetv!)amino]-N-(phenvlmethvlV2-thiazolidineacetamide 

8M Hydrogen chloride in 1,4-dioxan (2nil) was added to a solution of 
Intermediate 24 (164mg) in a mixture of 1,4-dioxan and methanol (lOmI). After 
2.5h the solvent was evaporated in vacuo to give the hydrochloride salt. The salt 
was dissolved in dimethylformamide (5ml) and diisopropylethylamine (220;il), 
[2R-[2a(R*),4/3]]-5,5-dimethyl-2-[2-oxo-l-[(phenylacelyI)amino]-2- 
[(phenylmethyl)amino]ethyl]-4-thia2olidinecarboxyIic acid (180mg) and 2-(lH- 
benzotriazol-l-yl)-l,l,3,3-tetramethyluronium tetrafluoroborate (144mg) were 
added. After stirring at room temperature for 2h the reaction mixture was 
partitioned between ethyl acetate and water. The aqueous layer was extracted with 
ethyl acetate and the combined organic layers washed with saturated sodium 
hydrogen carbonate solution and brine. The solution was dried (MgSO^) and the 
solvent evaporated in vacuo to give a brown oil. Purification by silica gel column 
chomatography using chloroform:methanol (30:1 to 8:1) as eluant gave the title 
compound (79mg) as a white solid, mp. 172-176* , [a]^^ +77.1 ' (c 1.1, 
methanol), n.m.r. (DMSO-dg) 6 1.10 (3H), 1.51 (3H), 2.3-2.4 (2H), 2,4-2.8 
(3H), 2.8-3.0 (IH), 3.1-3.6 (5H), 3.75-4.1 (3H), 4.1-4.45 (2H), 4.45 (IH), 4.88 
(IH). 5.33 (IH), 6.78 (IH), 7.1-7.4 (15H), 7.49 (IH), 7.61 (IH), 7,88 (IH), 8.33 
(IH), 8.52 (IH), and 11.77 (IH). 

Example 20 

r2R-f2arR*),4i3riR*.2RMT|-N-Ethvl-4-rrr2-hvdroxv-4-oxo-l-(phenvlmelhvlV4- 
[(phenvlmethvOamino1butvnamino]carbonvn-5.5-dimethvl-a-[[[[l,r-biphenvl]-2- 
vl]carfaonvl]aminol-2-thiazoHdineacetamide 
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3.2M Hydrogen chloride in 1,4-dioxan (3.5ml) was added to a solution of 
Intermediate 3 (0.22g) in 1,4-dioxan (3ml) at room temperature. The solution was 
stirred at room temperature for 3h and the solvent removed in vacuo to afford a 
yellow oil. The oil was dissolved in dimethyl formamide (5ml) and 
diisopropylethylamine (106*zl), Intermediate 10 (0.134g) and 2-(lH-ben20triazol-l- 
yl)-l,l,3.3-tetramethyluronium tetrafluoroborate (0.096g) added. After stirring at 
room temperature for 18h the reaction mixture was partitioned between ethyl 
acetate and water. The ethyl acetate layer was separated, washed with 2N 
hydrochloric acid, saturated sodium hydrogen carbonate solution and brine, and 
dried (MgS04). The solvent was evaporated in vacuo to afford an oil which was 
purified by silica gel chomatography using chloroform/methanol 40:1 as eluanl to 
give the title compound (63mg). mp. 170-172- , [a]^^ +72.2' (c 0.54, CH3OH). 
1h n.m.r. (DMSO-dg) 6 0.99 (3H), 1.08 (3H), 1.52 (3H), 2.1-2.4 (2H), 2.6-3.2 
(4H), 3.58 (IH), 3.7-4.4 (6H), 4.82 (IH), 5.30 (IH), 7.1-7.6 (19H). 7.75 (2H), and 
8.25-8.45 (2H). 

Example 21 

r2R-r2arR*V4flrR*^lV4-rfr2-Hvdroxv-3 -rfn-oxo-2-phenvnethvllaminol-l- 
fDhenvlmethvnoropvnamino1carbonvn-5.5 -dimethvl-a-r(phenvlaeetvi)aminoVN: 

fphenvlmethvlV2-thiazQlidineacetamide 

Intermediate 30 (280mg) was dissolved in N,N-dimethylformamide (10.5ml) 
and 2-{lH-benzotriazoI-l-yl)-l.l,3,3-tetramethyluronium tetrafluoroborate 
(320mg) and N-diisopropylethylamine (200;il) added. After stirring at room 
temperature for 18h, the mixture was diluted with ethyl aceuie and washed with 
dilute hydrochloric acid, saturated sodium hydrogen carbonate and saturated 
sodium chloride solution, dried and evaporated to a foam. Purification by column 
chomatography on silica gel (Merck Kieselgel 60, lOOg) using 
dichloromethane/methanol (9:1) as eluant gave the title compound (150mg) as a 
brown foam, [a]^^ +55.6' (c 0.50.DMSO). n.m.r. (DMSO-dg) 6 0.93-1.02 
(3H), 1.45-1.5 (3H), 2.4-3.1 (5H). 3.1-3.9 (6H), 4.0 (IH), 4.1-4.5 (3H). 4.85 (IH), 
5.0-5.5 (IH), 7.0-7.4 (20H) and 7.4-8.6 (4H). 
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Example 22 

[2R-r2a(RM,4gr2'R*S*.3^'S*11l-4-rTr2-Hvdroxv-3-frrn.3- 
dimethvlethvl)amino1carbonvn-K2,3,4-tetrahvdro-2- 
isoquinolinvnpropvnamino1carbonvll-S.5-dimethvI-of'rfphenvlacetvl')amino1-N- 
('phenvlmethvlV2-thiazolidineacetamide 

Intermediate 34 (297mg) was dissolved in N,N-dimethyiformamide (14ml) 
and diisopropylethylamine (460/il), 2-(lH-benzotriazol-l-yI)-l, 1,3,3- 
letramethyluronium tetrafluoroborate (305mg) and [2R-(2aR*),40)]-5,5-dimcthyl- 
2-[2-oxo-l-[(phenylacetyl)amino]-2-[(phenyimeihylamino]ethyl]-4- 
thiazolidinecarboxylic acid (384mg) added. After stirring at room temperature for 
22h the reaction mixture was partitioned between ethyl acetate and water. The 
organic layer was washed with saturated sodium hydrogen carbonate and saturated 
sodium chloride solution, dried and evaporated to a brown foam. Purification by 
column chomatography on silica gel (Merck Kieselgel 60, 50g) using 
dichloromethane/methanol (9:1) as eluant gave the title compound (207mg) as a 
light brown foam, [a]g° +49,5* (c 0.55, DMSO), n.m.r. (DMSO-d^) 6 1.0-1.2 
(3H), 1.2-1.3 (9H), 1.3-1.6 (3H), 2.2-2.6 (2H), 2.8-3.6 (9H), 3.6-4.0 (3H), 4.1-4.5 
(3H), 4.88 (IH), 4.9-5.4 (IH), 7.0-7.7 (15H), 7.8-8.0 (IH). 8.35 (IH) and 8.50 
(IH). 

Example 23 

r2R-r2grR*).4flr2*R*S*.3*'S*.4a*'S*,8a^'R*in-4-r[[2-Hvdroxv-3-rrfriJ- 
dimethvlethvnamino1carbonvndecahvdro-2-isoquinol!nvn 
propvl1amino'|carbonvl'|-5.5-dimethvl-N-rrfn J-dimethvlethoxy) carbonvH 
amino1ethvl]-a-r(phenvlacetvl)amino1-2-thiazolidincacetamide 

Intermediate 35 (200mg) in dichloromethane (5ml) was stirred at room 

Q 

temperature with (2-aminoethyl)carbamic acid, 1,1-dimethylethyl ester° (61mg) for 
3 days. The solvent was evaporated to a foam which was purified by preparative 
thin-layer chomatography using dichloromethane/methanol (9:1) as developer to 
give the title compound (1 13mg) as a white glassy solid, [oi]^^ +1 .4* (c 0.54, 
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DMSO), 1h n,m.r. (DMSO-dg) 5 1.0-1.6 (8H), 1.13 and 1.15 (3H), 1.30 (9H), 1.38 
(9H), 1.46-1.48 (3H), 1.6-1.9 (4H), 2.0 (2H), X2-2.6 (2H) 2.6-3.2 (8H), 3,4-3.75 
(4H), 3.82 (IH), 4.32 (IH), 4.6-5.0 (2H). 6.6-7.4 (6H), 7.85 (IH), 7.9-8.0 (IH), and 
8.2 (IH). 

8. D.Gigot and M.Penninckx, J.Pharm.Sci., 1984, 73(2), 275. 



Example 24 

[2R-[2tfrRn.48f2-R*S*.3'*S*.4a"S*.8a"R* m-N-Aminoethvl-4-rrr2-hvdroxY-3- 
[frri.l-diniethviethvlUmin n lcarbonvl1-decahydro-2- 
isoQuinolinvl1pronvl]amino1car b onYl1-5.5-dimethvl-«-f(phenvlacetYl)amino1-2- 

thiazolidineacetamide 

Example 23 (204mg) in dichloromethane (8ml) was stirred at room 
temperature with trifluoroacetic acid (4ml) for 35min. The reaction solution was 
poured into a mixture of ethyl acetate (50ml) and saturated aqueous sodium 
hydrogen carbonate and then the organic phase was separated, dried and evaporated 
to give the title compound (I58mg) as a white foam, [a]^^ -19.8' (c 
0.52,DMSO),1h n.m.r. (DMSO-d^) 5 1.22 (9H), 1.0-1.9 (18H), 2.05 (2H), 2.1-2.6 
(2H), 2.6-3.0 (6H), 3.1-3.8 (6H), 3.8-4.15 (2H). 4.28 (IH), 4.5-5.0 (2H), 7.1-7.4 
(6H) and 7.4-8.5 (3H). 

Example 25 

[7.R-r2^(Rn 4flr2'R*S^4 "R^ll1-4-r^r2-Hvdroxv-4-rrrf^l- 
d^methvlethvl)aminolca^bo^ yl^-3-thiazolidinyl^propvllam^nolcarbonyn-5,5- 
dtmethvl-a-rfphenviacetvnaminn]-N-rDhenvlm ethvn-2-thiazolidineacetamide 

Intermediate 40 (206mg) in dichloromethane (10ml) was stirred for 5 days 
with benzylamine (46mg). The mixture was diluted with ethyl acetate and then 
washed with dilute hydrochloric acid, saturated sodium chloride solution, dried and 
concentrated to a foam. Purification by column chomatography on silica gel 
(Merck Kieseigel 60, 60g) using dichloromethane/methanol (9:1) as eluant gave the 
title compound (I04mfi) as a light yellow foam, [a]^^ + 15.3- (c 0.50, DMSO), 
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1h n.m.r. (DMSO-d^) 6 1.17 (3H), 1.28 (9H), 1.50 (3H), 2.2-2.6 (2H), 2.6-3.1 
(2H), 3.1-3.6 (6H), 3.68 (IH), 3.8-4.0 (2H), 4.05 (IH), 4.16-4.38 {2H), 4.44 (IH), 
4.88 (IH), 5.0-5.2 (IH), 7.1-7.3 (lOH), 7.3-7.5 (IH), 7,7-7.9 (IH), 8.35 (IH) and 
8.5 (IH). 

Example 26 

2R-f2of(Rn,4flr2'R*S*.rS*1l1-4-rfr3-rf1-Cvclohexv lmethvl-2-oxo-2-r(M- 
dimethvlethvnamino]ethvnamino]-2-hvdroxvDropvnamino1carb onvn-N- 
ethvlamino-5.5-dimethvl-a-[(phenvlacetvnaminoV2-thia2olidineacetamide 

6M-Hydrogen chloride in 1,4-dioxan (1ml) was added to a solution of 
Intermediate 43 (0.155g) in 1,4-dioxan (2ml) at room temperature. The solution 
was stirred at room temperature for 2h and the solvent removed in vacuo to afford a 
gummy solid (0.127g). The solid was dissolved in dimethylformamide (5ml) and 
diisopropylethylamine (220^1), Intermediate 8 and 2-(lH-benzotriazoI-l-yl)- 
1,1,3,3-tetramethyluronium tetrafluoroborate (0.124g) added. After stirring at 
room temperature for 2h the reaction mixture was partitioned between ethyl acetate 
and water. The organic phase was washed with saturated sodium hydrogen 
carbonate solution and brine, dried (MgS04) and evaporated in vacuo to afford a 
yellow oil. Purification by silica gel column chomatography using 
chloroform/methanol 50:1 as eluant gave the title compound (63mg), m.p. 99- 
102*, +30.0' (c 0.5, methanol), ^H n.m.r. (DMSO-dg) 6 0.7-0.9 (3H), 0.98 
(3H), 1.16 (3H), 1.25 (9H), 1.0-1.4 (6H), 1.48 (3H), 1.50-1.80 (6H), 2.30-2.60 
(2H), 2.8-3.15 (3H), 3.15-3.80 (5H), 3.78 (IH). 4.30 (IH), 4.75-4.95 (IH), 4.83 
(IH), 7.10-7.40 (5H), 7.40-7.80 (IH), 7.80 (IH), 7.89 (IH) and 8.20 (IH). 

Example 27 

[2R42g(R*).4gr2*R*S*.r*S*in-4-rrr3-rri-Cvclohexvlmethvl-2 -oxo-2-r(l.l- 
dimethvlethvnamino1ethvnmethvlamino1-2-hvdroxvpropvlla minolcarbonvll-N- 
ethvlamino-5.5-dimethvl-a-f(phenvlacetvnaminol- 2-thiazolidineacetamide 

8.2M Hydrogen chloride in 1,4-dioxan (2ml) was added to a solution of 
Intermediate 48 (0.275g) in 1,4-dioxan (6ml) at room temperature. The solution 
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was stirred at room temperature for 1.5h and the solvent then removed L n vacuo to 
afford a yellow oil (0.179g). The oil was dissolved in dimethyiformamide (5ml) 
and diisopropylethylamine (0.248ml), Intermediate 8 (0.174g) and 2-{lH- 
benzotriazol-l-yl)-l,l,3,3-tetramethyluronium letrafluoroborate (0.162g) added. 
After stirring at room temperature for Vhh the reaction mixture was partitioned 
between ethyl acetate and water. The organic phase was washed with saturated 
sodium hydrogen carbonate solution and brine, dried (MgS04), and the solvent 
evaporated in vacuo to a pink oil. Purification by silica gel column chomatography 
using chloroform/methanol 40:1 as eluant afforded the title compound (28mg), 
m.p. 77-81 ■ . [a]§^ +52.8 ' (c 0.81, methanol), n.m.r. (DMSO-dg) 6 1.13 (3H), 
1.24 (9H). 1.46 (3H), 0.8-1.7 (16H), 2.1-2.6 (4H), 2.78 (IH), 2.95-3.2 (4H). 3.2-3.7 
(5H), 3.80 (IH), 4.30 (IH), 4.64 and 4.84 (IH), 4.84 (IH), 7.1-7.35 (5H), 7.40 and 
7.54 (IH), 7.78 (IH). 7.93 (IH) and 8.21 (IH). 

Example 28 

r2R-f2grR*^,4pf2'R^S^3*'S^4a"S^8a-*R'^^^l-N-Heptvl-4-^r^2^hvdro xY-3- 
[[^ri.3-dimethvlethynamino1carbonvl1decah ydro-2:, 
i5=n quinolinvl1propvl1amino1ca r honvll-5.5-dimethvl-a-r(phenvlacetvnaminoV2> 

thiazolidineacetamide 

n-Heptylamine (0.165ml) was added to a solution of Intermediate 35 (0.35g) 
in dichloromethane (5ml) and the mixture stirred at room temperature for 17h. The 
solvent was then evaporated in vacuo and the residue purified by silica gel column 
chomatography using chloroform/methanol (50:1) as eluant to afford the title 
compound (65mg), m.p. 98-103- , -5.6' (c 0.98, methanol), ^H n.m.r. 6 

1.15 to 1.18 (3H). 1.22 and 1.28 (9H), 1.50 and 1.52 (3H), 0.8 to 2.6 (29H), 2.7 to 
3.2 (4H), 3.3 to 4.1 (6H), 4.38 (IH), 4.7 to 5.0 (2H). 7.1 to 7.5 (6H), 7.7 to 8.0 (2H) 
and 8.3 (IH). 

Example 29 

pR-[2arRM.4flr2'R-S*.2- ?^V4-R*111-4.rrr^-Hvdroxv-3-[2-r[(l.l- 
dimethvlethvnamino1carbonvn-4-(l.l-dimethvlethoxv)-l- 
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Pvrrolidinvl]propvl]amino1carbonvn-5.5-dimethvl-a-f(phenvlacetvi)amino1-N- 
('phenYlmethvlV2-thiazol)dineacetamide 

8.4M Hydrogen chloride in 1,4-dioxan (0.94ml) was added to a solution of 
Intermediate 51 {0.452g) in methanol (7.2ml) at room temperature. The solution 
was stirred 17h and the solvent removed in vacuo to afford a white solid (0.475g). 
A portion of the solid (0.36g) was dissolved in dimethylformamide (15ml) and 
[2R-[2Qf(R*),4|?]]-5,5-dimethyl-2-[2-oxo-l-[(phcnyIacetyl)amino]-2- 
[(phenyimethyl)araino]ethyI]-4-thia2oIidinecarboxyIic acid (0.41g), 
diisopropylethylamine {0.49ml) and 2-(lH-ben20tria2ol-l-yl)-l,l»3,3- 
tetramethyluronium tetrafluoroborate (0.3g) added sequentially. The reaction was 
stirred at room temperature for 2h and then partitioned between ethyl acetate and 
water. The organic phase was separated, washed with saturated sodium hydrogen 
carbonate and brine, dried (MgSO^), and the solvent evaporated in vacuo to afford 
a yellow solid. Purification by silica gel column chomatography using 
chloroform/methanol 50:1 as eluant gave the title compound (0.1 2g), m.p. 95- 
100', [o]g2+16 2* (c 1.05, methanol), n.m.r. (DMSO-d^) 5 1.07 (9H), 1.15 
(3H), 1.24 (9H), 1.80 (2H), Z15 (IH), 2.3-2.5 (2H), 2.98 (2H), 3.1-3.4 (2H), 3.4- 
3.7 (4H), 3.88 (IH), 4.0-4.5 (3H), 4.45 (IH), 4,88 (IH), 4.78-5.05 (IH), 7.1-7.35 
(lOH), 7.38 and 7.55 (IH), 7.85 (IH), 8,33 (IH) and 8.48 (IH). 

Example 30 

r2R-r2ff(R*).4gr2*R*$*,3**S*.4a"S*.8a*'R*111-N-CvclohexvlmethvM-rr r2- 
hvdroxv*3*rrrn,l-dimethvlethvnamino1carbon vndecahvdro-2- 
isoquinolinvnpropvl]amino]carbonvn-5.5-dimethvl-a-f(phenvlacetvnamino]-2- 
thiazolidineacetamide 

Cyclohexylmethylamine (0.146ml) was added to a solution of Intermediate 
35 (0.35g) in dichloromethane (5ml) and the mixture stirred for 17h at room 
temperature. The solvent was evaporated in vacuo and the residue purified by 
silica gel column chomatography using chloroform/methanol (50:1) as eluant to 
afford the title compound (43mg) m.p. 115-11 8* , [a]§^ -3.8' (c 0.53, methanol), 
^H n.m.r. (DMSO-dg) 6 0.82 (3H), 1.0-1.9 (19H), 1.26 (9H), 1.18 (3H), 1.50 (3H), 
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2.05 (2H), 2.28 (IH), 2.5 (IH), 2.7-33 (6H), 3.40-3.55 (3H). 3.60 (IH), 3.80 (IH), 
4.33 (IH), 4.82 (IH), 4.90 (IH), 7.1-7.4 (6H), 7.85 (2H) and 8.24 (IH). 
(IH), 8.39 (IH), 8.50 (IH). 

Example 31 

[2R-r2arRM.4gr2^R*SV2'*R*.4'^S*n i-5.5-Dimethvl-4-frr3-f2-rrfl,l- 
dimethvlethvnamino1carbonv]l-4-(ph envlmethoxv)-l-PVrrolidinYl]-2> 
hvdroxvpropvnamino1carbonvn-a4rphe nvlacetvnatnino]-N-rphenvlmethYl)-2: 

thiazolidincacetamide 

6M Hydrogen chloride in 1,4-dioxan (2ml) was added to a solution of 
Intermediate 53 (0.48g) in 1,4-dioxan (4ml) and the mixture stirred at room 
temperature for 2h. The solvent was then evaporated in vacuo to afford a white 
solid (0.45g). The solid was dissolved in dimethylformamide (lOral) and 
diisopropylethylamine (0.676ml), [2R-[2a(R*),4^]]-5,5.dimethyl-2-[2-oxo-l- 
[(phenylacetyl)amino]-2-[(phenylmethyI)amino]ethyl]-4-thiazolidinecarboxylic 
acid (0.559g) and 2-(lH-benzotriazol-l-yl)-l,l,3.3-tetramethyluronium 
tetrafiuoroborate (0.38g) were added sequentially. The mixture was stirred at room 
temperature for 2h and then partitioned between ethyl acetate and water. The 
organic phase was washed with saturated sodium hydrogen carbonate solution and 
brine, dried (MgS04) and the solvent evaporated in vacuo to leave a yellow oil. 

Purification by silica gel column chomatography using chloroform/methanol (50:1) 

• 23 

as eluant afforded the title compound (O.lg) as a white solid, m.p. 74-78 • , [a]Q 
+24.0' (c 1.0, methanol), ^H n.m.r. (DMSO-d^) 5 MO (3H), 1.18 and 2.12 (9H), 
1.50 (3H), 1.85 (IH), 2.1 - 2.6 (4H), 2.7 - 3.2 (2H), 3.2 - 3.4 (IH), 3.4 - 3.7 (4H), 
3.86 (IH), 4.08 (IH), 4.15 - 4.5 (5H), 4.82 (0.5H), 4.90 (IH), 5.08 (0.5H), 7.1 - 7.4 
(15H), 7.40 (0.5H), 7.68 (0.5H), 7.83 (IH). 8.33 (IH) and 8.50 (IH). 

Example 32 

pR-f2arR*V4gr2^S*.3''SV4a"S*.8a' *R'111-4-rrr2-Hvdroxv-3-rfr(l.l- 
fdimethvlethvnamino]carbon vl1decahvdro-2- 
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isoquinolinvl]propvl]amino1carbonvl]-5,5-dimethvI-«-f(phenvlacetvnamino1-2- 
thiazolidineacetamide 

Intermediate 54 (250rag) was stirred for 48h at room temperature in a 
mixture of tetrahydrofuran (lOmI) and concentrated ammonia solution (0.3ml). 
The solution was then concentrated to an orange foam which was purified by 
column chomatography on silica gel (Merck 9385, 70g) using chloroform:methanol 
(17:1) as eluant to yield the title compound (133mg) as a white solid» m.p. 132- 
142* (slow melt), [a]g^ -12.7* (c 1.02, methanol), n.m.r. (DMSO-d^), 1.15 
(3H), 1.24 (9H), 1.50 (3H), 2.2-1.1 (14H), 2.30 (IH), 2.55 (IH), 2.7-3.0 (2H), 3.48 
(2H), 3.5-3.8 (3H), 3.96 (IH), 4.30 (IH), 4.70 (IH), 4.93 (IH), 7.0-7.4 (8H), 7.91 
(IH) and 8.25 (IH). 

Example 33 

r2R-f2g(R*),4g[2*S*.3"S*.4a"S*,8a^'R*T)VN-Ethvl-4-[[r2-hvdroxv-3-[frn.l- 
dimethvlcthvl)amino]carbonvl]decahvdro-2-isoquinolinvnpropvl}amino]carbonvl'|- 
5.5-dimethvl-tt-r(phenvlacetvnaminol-2-thia2o!idineacetamide 

Intermediate 54 (250mg) was stirred in dichloromethane (lOmI) at room 
temperature with ethylamine in dichloromethane (10% by volume 0.52ml) for 48h. 
The mixture was concentrated in vacuo to an orange oil which was purified by 
column chomatography (Merck 9385, 60g) using chloroform:methanol (50:1) to 
yield the title compound (75mg) as a white solid, m.p. 96-120* (slow melt), [ot]^^ 
-6.r (c 0.98, methanol) ^H n.m.r. (DMSO-dg) 6 1.15 (3H). 1.25 (9H), 1.5 (3H), 
1.1 - 2.2 (14H), 2.30 (IH), 2.55 (IH), 2.78 (IH), 2.9 (IH), 3.40 (3H), 3.49 (2H), 3.8 
- 3.5 (3H), 3.98 (IH), 4.30 (IH), 4.70 (IH), 4.95 (IH), 7.1 - 7.4 (6H), 8.05 (IH) 
and 8.49 (IH). 

Example 34 

[2R-r2a(RM,4gr2*S*.3'^S*.4a^'S*.8a^'RMn-N-r4- 
[(Dimethvlamino)phenvnmethvl]-4-rrf2-hvdroxv-3-f[[(l.l- 
dimethvlethvnamino]carbonvndecahvdro-2-isoquino]invllpropyl]amino]carbonvl]- 
5.5-dimethvl-tf-f(phenvlacetvnamino1-2-thia2oiidineacetamide 
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A mixture containing Intermediate 54 (250mg). diisopropylethylamine 
(0.33ml) and p-dimethylaminobenzylamine dihydrochloride (107mg) was stirred at 
room temperature for 120h. The mixture was washed with water (lOml) and 
saturated sodium hydrogen carbonate (10ml), dried and concemrated to an orange 
oil which was purified by column chomatography (Merck 9385. 60g) using 
chloroforra:methanol (50:1) to yield the title compound (99mg) as a white solid, 
m.p. 108-116- (slow melt), [a]^'^ -0.98- (c 1.03, methanol), n.ra.r. (DMSO- 
dg) 6 1.15 (3H), 1.24 (9H), 1.50 (3H) 1-1 - 2.2 (14H), 2.30 (IH), 2.55 (IH), 2.7 - 
3.0 (2H), 2.88 (6H), 3.49 (2H), 3.5 - 3.8 (3H), 3.90 (IH), 4.0 - 4.30 (2H), 4.38 
(IH), 4.70 (IH). 4.92 (IH). 6.62 (2H), 7.03 (2H), 7.1 - 7.4 (6H). 7.91 (IH). 8.20 
(IH) and 8.35 (IH). 



Example 35 

r2R-r2grR*\4grySM"S.4a"S8a"Rin-5.5-Dim ethvl-4-rrr2-hvdroxv-3-ri-rr(l,l- 
dimethvlethvnamino1carbonvlldeeahvdrQ-2-is nquinolinvl1propvnaminolcarbonyl1- 
ff-[rphenvlacetvnamino1-2-thiazolidine acetic acid methvl ester 

Intermediate 54 (250mg) was loaded onto a silica column (Merck 9385, 60g) 
and eiuted with chloroformimethanol (50:1) to give the title compound (102mg) as 
a white solid, m.p. 98-106" (softens). [a]g^ -13.3' (c 0.98. methanol). ^H n.m.r. 
(DMSO-dg) 6 1.15 (3H). 1.25 (9H), 1.5 (3H). 1.1 - 2.2 (14H), 2.30 (IH), 2.55 
(IH). 2,78 (IH), 2.90 (IH). 3.40 (3H). 3.49 (2H), 3-5 - 3.8 (3H), 3.98 (IH), 4.30 
(IH), 4.70 (IH). 4.95 (IH), 7.1 - 7.4 (6H), 8.05 (IH) and 8.49 (IH). 



Example 36 

[2R-r2ttfR*Uflr2'S*.3"S*.4B"S*.8a"R*nV ty-[[4-rFluorophenvnacetvn amino]- 
4- f[[3-rr(l.l-dimethvlethvnaminokarbn nvl1decahvdro-2-isoquinolinyl1-2- 
hvdroxvprDPvl1amino1carbonvl V N-r2-pvridinvlmethvn-2-thiazolidineacetamide 

Intermediate 15, isomer 2 (130mg) in 1,4-dioxan (5ml) was stirred for 20h 
with -8M hydrogen chloride in 1,4-dioxan (3.0ml) under NS at room temperature. 
The mixture was concentrated to a white solid and re-dissolved in 
dimethylformamide (lOmI) to which was added N-ethyidiisopropylamine (0.19ml), 
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2-(lH-benzotriazoI-l-yI)-l,l,3,3-tetramethyluronium tetrafluoroborate (127mg) 
and Intermediate 6 (170mg), and the mixture was stirred at room temperature for 
20h. Water (20ml) was then added and the solution extracted with ethyl acetate 
(20ml). The aqueous layer was further washed with ethyl acetate (2xl0ml). 
Combined organic layers washed with saturated sodium bicarbonate (30ml) and 
saturated sodium chloride (30ml), dried and evaporated to an orange foam (0.30g), 
re-dissolved in dichloromethane (10ml) and stirred at room temperature for 48h 
with 2-aminomethylpyridine (45^1). The mixture was concentrated to a pale 
orange foam and purified by column chomatography on silica gel (Merck 9385, 
65g) using chloroform:methanol (30:1) to yield the title compound (48mg), m.p. 
120-128 • (slow melt), [a]g^ -8.1 ' (c 0.98, methanol), n,m.r. (DMSO-dg) 5 
1.15 (3H), 1.25 (9H), 1.50 (3H). 1.1 - 2.2 (14H). 2.30 (IH), 2.58 (IH), 2.78 (IH), 
2.90 (IH), 3.50 (2H), 3.55 - 3.8 (3H), 3.96 (IH), 4.34 (2H), 4.44 (IH), 4.70 (IH), 
5.0 (IH), 7.0 - 7.15 (2H), 7.15 - 7.4 (5H), 7.70 (IH), 7.99 (IH) and 8.3 - 8.6 (3H). 

Example 37 

f2R-[2a(RM.4flr2'R*S*.2--S*m-5.5-Dimethvl-4-rrr3-r2-rr(lJ- 
dimethvlethvnamino1caibonYn-l-pvrrolidinvll-2-hvdroxvpropvl'|amino1c arbonvl1- 
a-[(phenvlacetvnamino]-N-fphenvlmcthvlV2-thiazolidineacetamide 

Intermediate 56 (150mg) in 1.4-dioxan (5ml) was stirred for 7h with 3M 
hydrogen chloride in 1,4-dioxaD (2ml) at room temperature. The mixture was 
concentrated to a white solid and re-dissolved in dimethylformamide (5ml) to 
which was added N-ethyldiisopropylamine (0.23ml), 2-(lH-ben20tria2ol-l-yl)- 
1,1,3,3-tetramethyluronium tetrafluoroborate (154mg) and [2R-(2a(R*),4^)]-5,5- 
dimethyl-2-[2-oxo-l-[(phenylacetyi)amino]-2-[(phenylmethyl)amino]ethyl)-4- 
thiazolidinecarboxylic acid (193mg). The mixture was stirred at room temperature 
under N2 for 16h. Water (10ml) was then added and the solution extracted with 
ethyl acetate (3x1 0ml). The combined organic fractions were then washed with 
saturated sodium hydrogen carbonate (20ml) and saturated sodium chloride (20ml), 
dried and concentrated to a yellow oil. This oil was purified by column 
chomatography on silica gel (Merck 9385, 25g) using chloroform :methanol (50:1) 
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to give the title compound as a white solid (92mg) as a 3:2 mixture of 
diastereoisomers, m.p. 78-90' (slow melt) [a]^^ +18.2' (c 0.98, methanol), 
n.m.r. (DMSO-d^) 6 M5 (3H), L25 {9H), 1.50 (3H), M - 1.8 (3H), 2.0 (IH), 2.1 
-2.6 (3H), 2.7 - 3.0 (2H), 3.0 - 3.4 {2H), 3.4 - 3.7 (2H), 3.49 (2H), 3.90 (IH), 4.1 - 
4.4 {2H). 4.40 (IH), 4.85 (1.5H), 5.12 (0.5H), 7.1 - 7.4 (lOH). 7.46 (0.5H), 7.68 
(0.5H), 7.92 (IH), 8.38 (IH) and 8.52 (IH). 



Example 38 

r2R-r2gfR*),45[rR*S*.4'^S*m-4-rrf3-r4-rfn.l-dimet hvlethvnaminolcarbonvl1- 
5.5-dimethvl-3-thiazolidinv!V2-hvdroxv p roDvl1amino1carbonvn-5.5-dimethyl-a- 
[CphenvlacetYnamino1-N-(phenvlmethvn-2-thiazoli dineacetamide 

Intermediate 58 (as a 1:1 mixture of isomer 1 and isomer 2) (160mg) in 1,4- 
dioxan (5ml) was stirred with 3M hydrogen chloride in 1,4-dioxan (2ml) at room 
temperature for 20h. The mixture was concentrated to a white solid and re- 
dissolved in dimethylformamide (6ml) to which was added N- 
diisopropylethylamine (0.22ml), 2-(lH-ben2otriazoM-yI)-l, 1,3,3- 
tetramethyluronium tetrafluoroborate (145mg) and [2R-2a(R*),4^]-5,5-dimethyl- 
2-[2-oxo-l-[(phenylacetyl)amino]-2-[(phenylmethyl)amino]ethyI]-4- 

thiazolidinecarboxylic acid (I80mg). The mixture was stirred at room temperature 
under N2 for 16h. Water (20ml) was then added and the solution extracted with 
ethyl acetate (3x1 0ml). The combined organic fractions were then washed with 
saturated sodium bicarbonate (20ml) and saturated sodium chloride (20ml), dried 
and concentrated to an oil (0.32g). Hiis oil was purified by column chomatography 
on silica gel (Merck 9385, 60g) using chloroform :methanoI (50:1) as eluant to give 
the title compound as a white solid (142mg) (1:1 mixture of diasterioisomers). 
m.p. 95-lir (slow melt), -32.8- (c 0.94, methanol), ^H n.m.r. (DMSO-dg), 
6 1.15 (3H), 1.25 (9H), 1.30 (3H), 1.50 (6H). 2.58 (2H), 2.95 (IH), 3.4-3.1 (2H), 
3.7-3.4 (2H), 3.50 (2H), 4.0-3.7 (2H), 4.5-4.1 (4H), 5.90 (1.5H), 5.28 (0.5H), 7.1 - 
7.4 (lOH), 7.43 {0.5H), 7.66 (0.5H), 7.88 (IH), 8.38 (IH) and 8.52 (IH). 



Example 39 
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r2R-r2ttrR*),4g[2^R*,4"R*Sni-4-[ff3-r2.2.5,5-tetramethvl-4-rrn.l- 
dimethvlethv0amino]carbonvl1-3-thia2olidinvn-2-hvdroxvpropvl1aminolcarbonvll- 
5,5-dimethvl-tt-f(phenvlacetvnaminol-N-phenvlmethvl-2-thiazolidineacetamide 

Intermediate 60 (145mg) in 1,4-dioxan (2ml) was stirred for 2h with 8.5M 
hydrogen chloride in 1,4-dioxaD (Iml). The solution was evaporated in vacuo to 
leave a white solid which was dissolved in dry dimethylformamide (4ml) and 
diisopropylethylamine (221;il), [2R-(2a(R*),4^)]-5,5-dimethyl-2-[2-oxo-l- 
[(phenylacetyl)amino]-2-[(phenylmethyl)amino]ethyl]-4-thiazolidinecarboxylic 
acid (171mg) and 2-(lH-ben2otriazol-l-y])-l,l»3,3-tetramethyluronium 
tetrafluoroborate (113mg) added. After stirring at room temperature for 17h the 
reaction mixture was partitioned between ethyl acetate and water and the combined 
organic extracts washed with saturated sodium hydrogen carbonate solution and 
brine, dried (MgS04), and evaporated in vacuo to a yellow oil. Purification by 
silica gel column chomatography (Merck 9385) using chloroform/methanol (50:1) 
as eluant gave the title compound (lllmg) as a white solid, m.p. 140-142*, 
n.m.r. (DMSO-d^) 5 1.0-1.6 (27H), 2.1-3.0 (3.5H), 3.1-3.7 (5.5H), 4.1-4,4 (2H), 
4.43 (IH), 4.58 (0.5H), 4.9 (iH), 5.30 (0.5H), 7.1-7.3 (lOH), 7.46 (0.5H), 7.75 
(0.5H), 7.85 (IH), 8.34 (IH) and 8.50 (IH). 

Exomple 40 

f3RS.2*S,2"R.4"S.r"R1-4-f3-[r[5,5-dimethvl-2-|"[l-frphenvlacetvnamino]-2-oxo- 

2- [fphenvlmethvl)amino]ethvl]-4-thiazoh'dinvl]carbonyl]amino}-2-hvdroxvpropvl]- 

3- [[riJ-dimethvlethvnaminolcarbonv]1-l-piperazinecarboxvlic acid, phenylmethy! 
ester 

2-(lH-Ben20triazol-l-yI)-l,l,3,3-tetramethyluronium tetrafluoroborate 
(65mg) was added to a solution containing Intermediate 65 (103rag), [2R- 
[2a(R*),4^]]-5,5-dimethyl-2-[2-oxo-l-[(phenylacetyl)amino]-2- 
[(phenylmethyl)amino]ethyl]-4-thia2olidinecarboxylic acid (89mg) and 
diisopropylethylamine (90^1) in dimethylformamide (8ml) and the mixture stirred 
at room temperature for 20h. The mixture was then diluted with ethyl acetate 
(200ml) and the solution washed with brine, dried (MgSO^) and the solvent 
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evaporated in vacuo to give a pale yellow gum. Purification by chomatography on 
silica plates using ethyl acetate as eluant afforded the title compound as separate 
diastereomers. Isomer 1 (52mg) as a white solid, m.p. 108-112', [o]^^ +61.5' 
(cO.29, methanol), 7max (CHBr3) 3407 (NH), I674cm-1 (C=0), n.m.r. 
(DMSO-dg) 6 1.19 (3H), 1.21 {9HX 1.50 (3H), 2.0 - 2.5 (3H), 2.70 (IH), 2.8 - 3.3 
(5H), 3.51 (2H), 3.6 - 4.0 (4H), 4.1 -4.5 (3HX 4.90 (IH), 5.0 - 5.2 (3H), 7.1 - 7.4 
(15H), 7.51 (IH), 7.90 (IH), 8.38 (IH), 8.54 (IH). Isomer 2 (41mg) as a colourless 
foam, [a]^^ +38.1 • (c 0.29, methanol). Tmax (CHBr3) 1675cm-^ (C=0), ^H 
n.ra.r. (DMSO-dg) 5 1.19 (3H), 1.21 (9H), 1.51 (3H), 2.1 - 2.5 (3H), 2.82 (IH), 2.9 
- 3.4 (3H). 3.50 (2H). 2.69 (2H), 4.96 (IH), 4.27 (2H), 4,43 (IH), 4.88 (2H), 5.08 
(2H), 7.1 - 7.4 (15H), 7.61 (IH), 7.90 (IH), 8.40 (IH) and 8.50 (IH). 
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CLAIMS : 

1. Compound of the general formula (I) 




(I) 



is hydrogen, Cj,4alkyl or CH2C2.3alkyl where the Ci.3alkyl portion is 
substituted by OH; 

is hydrogen, C^.^galkyl, C3.gcycloalkyl, ArCj.4alkyl, HetCj.4alkyI, 
COAr, COHet, C0CH2R^ COCH{OH)Ar, COCH(OH)Het, COCH=CHPh, 
COR^, C02CH2Ar, C02CH2Het, S02Ar, S02Het, SO2CH2R' S02CH=CHPh or 
S02R^ [where R^ and each independently represent hydrogen, C2.^alkyl, aryl, 
heteroaryl, ArCi.4alkyl, HetCj.4alkyl, aryloxy, heteroaryloxy, C3.gcycioaIkyl, 
C3^cycloaIkylC j.4alkyl, (CH2)nC02R^ (where n is zero or 1 and R^ is hydrogen 
or Ci.6alkyl), (CH2)inNR%^l (where m is zero, 1, 2, 3, 4 or 5 and R^° and R^^ 
are each independently hydrogen or Cj.4alkyl or together with the nitrogen atom to 
which they are attached form a saturated heterocyclic amino group), and R" and R° 
each independently represent C3.gcycloalkyl substituted by phenyl]; 

R^ is hydrogen, C^.galkyl, CCX)R^^ (where R^^ is hydrogen, Ci.5alkyl or 
ArCj.4alkyl) or CONR^^R^^ [where R^^ is hydrogen or Ci.4alkyl and R^"* is 
hydrogen, OH, aryl, heteroaryl, ArC|.4alkyl, (wherein the Cj.4alkyl portion is 
optionally substituted by hydroxymethyl), HetCj.4alkyl, C3.gcycloalkyi, 
C3.8cycloalkylCj.4aIkyl, (CH2)pR^^ (where p is zero or 1 and R^^ is CF3 or 
C02R^^ where R^^ is hydrogen or C^.^alkyl). (CH2)qNR^'^R^^ (where q is zero, 
1, 2, 3, 4 or 5 and R^^ and R^^ arc each independently hydrogen, Cj_4alkyl or aryl 
or together with the nitrogen atom to which they are attached form a saturated 
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heterocyclic amino group), CHArCOjR^^, CHHelCO2R20 (where R^^ and R^O 
are each independently hydrogen or C^,^&\m or C^.^alkyl optionally substituted 
by OH, or R^^ and R^"^ together with the nitrogen atom to which they are attached 
form a saturated heterocyclic amino group]; 

R^ is hydrogen, hydroxy, or acetoxy; 

A represents either a group CH^^CH^OH or a group 
Y Z 

I I . 

X N CHCOR^ 

[where R^l is hydrogen, Ci.galkyl, C3.8cycloallcyICi^alkyl or ArCi.4alkyI, R^ 
is hydrogen, Cj.fialkyi, Cg.gcycloalky lCj.4alkyi, ArCi.4alkyl, 
Ch24cONr25r26 (^here R^^ is hydrogen, Cj.^alkyl. C3.8cycloalkylCi.4alkyl 
or ArCj.4alkyl, R^^ is hydrogen or methyl and R^^ is hydrogen, C^.^^lkyl 
optionally substitued by one or two hydroxyl groups, aryl, heteroaryl, 
C3.gcydoalkyiq^alkyl, ArCi.4alkyl wherein the Ci.4aikyl portion is optionally 
substituted by hydroxymethyl, or HetCi.4alkyl) or CH^^NHCOR^^ (where r27 is 
Cj.g alkyl, C3.8 cycioalkylCi.4-aIkyl or ArCi.4 alkyl), R^^ is C^.galkoxy or 
j^r28r29 (^here R^^ is hydrogen or methyl and R^^ is hydrogen, Ci.4alkyl, aryl, 
ArCi.4aIkyl or C3.8cycloalkylCi.4a!kyl); 
X is a group 



-CHR30(CHR31)/CHR32)gCHR3^- 

where R^*^ and R^^ are hydrogen, r is 1, s is zero and R^^ is hydroxyl or 
hydroxymethyl, or R^^ and R^^ are hydrogen, r and s are 1 and R^l and r32 are 
each hydrogen or hydroxyl provided that at least one of R^^ and R^^ is hydroxyl. 
or one of R^^ and R^^ is hydrogen and the other is hydroxymethyl and r and s are 
zero; 
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Y is a methyl group and Z is a C5 or cycloalkylmethyl group or Y and Z 
together represent a trimethylene or tetramethylene group in which one of the 
-CH2- groups is optionally replaced by -0-, -S- or -NR^- (where is hydrogen, 
Cj^galkyl, ArCi.4alkyl, COR^^ C02R^^ or CONH^^ where R^^ is Cj.^alkyl, 
aryl, ArC2.4alkyl or C3.3cycloalkyICj.4alkyl) and one or more of the •Cii2- 
groups is optionally substituted by a Cj.galkyl, Cj.galkoxy, aryl, ArCj.4aIkyl, 
AiC2_4alkoxy or heteroaryl group or by two Cj.^alkyl groups, or Y and Z together 
represent a trimethylene or tetramethylene group fused to a benzene ring or to a 5 
or 6 membered cycloalkane or cycloalkene ring]; 

and physiologically acceptable salts and solvates thereof. 

2. Compounds according to Claim 1 wherein R^ represents a hydrogen atom or 
a methyl group. 

3. Compounds according to Claim 1 or Claim 2 wherein R^ represents a group 
selected from COAx (where Ar is biphenyl). C0CH2R^ (where R^ is C^^^ alkyl, 
aryl, heteroaryl, aryloxy or ArCi.4aIkyl) or COR^ (where R^ is cyclopropyl 
substituted by phenyl). 

4. Compounds according to Claim 1 or Claim 2 wherein R^ represents 
C0CH2Ph, 




COCHjOPh, CO(CH2)2Ph or COCH^Pr-i 
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5. Compounds according to any preceding claim wherein represents a group 

6. Compounds according to Claim 5 wherein R^^ is hydrogen and R^"* is a 
group selected from ArCi.4alkyl, HetCi.4alkyl, C3.8 cycloalkylmethyl or 
CH2CF3 or R^^ is hydrogen or methyl and R^"^ is methyl or ethyl or R^^ and R^"^ 
together with the nitrogen atom to which they are attached form a piperidino group. 

7. Compounds according to any one of Claims 1 to 4 wherein R^ represents 
C0NHCH2Ph, CONHCH2CH3, CONHCH2CH2Ph, COMe2, 

CONHCH2 OMe , CONHCH,— ^^^^ NMc^ . CON^^ 

CONHCH,— . CONHCH,— ^^)—CF5 , CONHCH^-H^^^^<Q , 



CONHCH,_^'^N CXJNHCH^CF, 



"'"XX^'' C0NHCH,_Q| 

a 

CONHCH, " CONHCH2 CO3BU-I. 



8. Compounds according to any preceding claim wherein R^ is hydrogen and A 
represents a group CH21cH(OH)CH2CONh26. 

9. Compounds according to Claim 8 wherein R^^ represents ArCi.4 alkyl and 
r2^ represents ArCj.4alkyl or HetCi,4alkyl. 



10. Compounds according to any one of Claims 1 to 7 wherein A represents a 
group 



wo 93/01174 



PCr/EP92/01494 



-83- 



x-n-chcor" 

in which the group NY-CHZ forms a monocyclic or bicyclic system as defined in 
Claim 1 above. 

1 1 . Compounds of the formula (la) 



and physiologically acceptable salts and solvates thereof. 
12. A compound according to Claim 1 selected from: 

[2R-[2a(R»),4^[2*R*S*,3*'S*,4a*'S*,8a**R*]]H.[[[2-hydroxy-3-[[[(l,l- 
dimethylethyl)amino]carbonyl]-decahydro-2-isoquinolinyl] 
propyl]amino]carbonyl]-5,5-dimethyl-N-[[[(l,l-dimethylethoxy) carbonyl] 
amino]ethyl]-a-[(phenylacetyl)amino]-2-thiazoIidineacetamide; 
[2R-[2a(R*),4^[2'R*S*,3**S*,4a*'S*,8a**R*]]]-N-cyclohexylmethyl-4-[[[2- 
hy droxy-3-[[[( 1,1 -dime thy lethyl)amino]ca rbonyljdecahy dro-2- 
isoquinoIinyI]propyl]araino]carbonyl]-5,5-dimethyl-a-[(phenylacetyI)amino]-2- 
thiazolidineacetamide; 

[2R-[2a(R*),40[2*S*,3*»S\4a**S*,8a'*R*]]]-4-[[[2-hydroxy-3-[[[(l,l- 
(dimethylethyl)amino]carbonyI]decahydro-2- 
isoquinolinyl]propyl]amino]carbonyl]-5,5-dimethyI-a-[(phenyIacetyl)amino]-2- 
thiazolidineacetamide; 

[2R-[2a(R*).4^[2'S*,3"S*,4a"S*,8a'*R»]]]-N-ethyM-[[[2-hydroxy-3-[[[(lJ- 
(dimethylethyl)amino]carbonyl]decahydro-2- 




(la) 
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isoquinolinyl]propyl]ainino]carbonyI]-5,5-dimethyl-o(-[{phenylacetyl)ainiDo]-2- 
thiazolidineacetamide; 

[2R.[2a(R*),4^[2'S%3'*S*,4a''S*,8a**R»]]]-N-[4- 

[(dimethylamino)phenyl]methyl]-4-[[[2-hydroxy-3-[[[(l,l- 

dimethyiethyl)amino]carbonyl]decahydro-2-isoquinolinyI]propyI]ainino]carbonyl]- 

5,5-dimethyl-a-[(phenyIacetyI)amino]-2-lhiazolidineacetamide; 

[2R-[2a(R*),4P[2*S^r*S,4a"S.8a"R]]]-5,5-dimethy!-4-[[[2-hyd^oxy-3^ 

dimethylethyl)amino]carbonyl]decahydro-2-isoquinolinyl]propyl]ainino]carboDyl]- 

a-[(phenylacetyl)amino]-2-thia2olidiDeacetic acid methyl ester, and 
[2R-[2a(R*),4/3[2'S*,3"S*,4a'*S*,8a"R*]]]-a-[[4-(fluorophenyl)acetyl] amino]- 
4-[[[-3.[[(l,l-dimethylethyI)amino]carbonyl]decahydro-2-isoquinoliDyl]-2- 
hydroxypropyl]ainiDo]carbonyI]-N-{2-pyridinyImethyl)-2-thiazolidineacetamide; 

13. A compound according to Claim 1 selected from: 

2R-[2a(R*),4|?(2'S*,3"S*,4a"S*,8a**R*)]-5,5-dimethyI-a-[(phenylacetyl)amino]- 
N-pheDylmethyl-4-[[[l-(2-phenyl-l-hydroxymethyl)ethyI]amino]carbonyl]-2- 

thiazolidineacetamide; 

2R-[2a(R*),4^(R*,R')-5,5-dimethyl-a-[(phenylacetyI)amino]-N-phenylmethyl-4- 

[[[l.[(2-hydroxy)-4-[[(lH-ben2imidazoI-2-yl)methyl]amino]-4-oxo-l- 

(phenyimethyl)butyl]amino]carboDyl]-2-thiazolidineacetamide: 

and 2R-[2a(R'),4P(R*,R*)-5,5-dimethyl-a-[(phenylacetyl)amino]-N- 

phenylmethyl-4-[[[l-[(2.hydroxyH-[(phenylmethyi)amino]-4-oxo-l- 

{phenylmethyl)butyl]amino]carbonyl>2-thiazolidineacetamide and physiologically 

acceptable salts and solvates thereof. 

14. A compound according to any one of Claims 1 to 13 or a physiologically 
acceptable salt or solvate thereof for use as a therapeutically active agent 

15. A compound according to any one of Claims 1 to 13 or a physiologically 
acceptable salt or solvate thereof for use in the treatment of a viral infection. 
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16. Use of a compound according to any one of Claims 1 to 13 or a 
physiologically acceptable salt or solvate thereof for the manufacture of a 
medicament for the treatment of a retroviral infection. 

17. A pharmaceutical formulation comprising a compound according to any one 
of Claims 1 to 13 or a physiologically acceptable salt or solvate thereof together 
with one or more pharmaceutically acceptable carriers. 

18. A process for preparing a compound according to Claim 1 or a 
physiologically acceptable salt or solvate thereof, which comprises: 

(A) in preparing compounds in which represents COOR^^ or CONR^^^"*, 
treating compounds of formula (II) 

R^NH 




I 

O 

or protected derivatives thereof with a nucleophile R^^OH or R^^R^^NH, 
followed, where necessary, by the removal of any protecting groups present; 

(B) coupling the carboxylic acids of formula (III) 

r5 

R^NHCH 




or salts and/or protected derivatives thereof with a diamine of formula (IV) 
H^NA OV) 
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or a protected derivative thereof, followed, where necessary, by the removal of any 
protecting groups present; or 

(C) intercoDverting compounds of formula (I); 

and if necessary or desired subjecting the compounds resulting from any of steps 
(A) to (C) above to a further reaction comprising : converting a compound of 
formula (I) or a salt thereof into a physiologically acceptable salt thereof. 

19. Compounds of formula (II). 

20. A method for the treatment of a viral infection in a mammal comprising 
administering to said mammal a therapeutically effective amount of a compound as 
claimed in Claim 1 or a physiologically acceptable salt or solvate thereof. 

21. A pharmaceutical formulation comprising a compound according to any one 
of Claims 1 to 13 or a physiologically acceptable salt or solvate thereof for use in 
the treatment of a viral infection in a mammal. 

22. Compounds according to any one of Claims 1 to 13 substantially as herein 
described. 

23. Compositions according to Claim 17 or Claim 21 substantially as herein 
described. 
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